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1773. Canteen Hygiene. Use of Detergents and 
Chemical Sterilizing Methods for Washing up 

B. R. Frissy. Monthly Bulletin of the Ministry of 
Health, etc. [Mon. Bull. Min, Hlth] 9, 22-27, Jan., 1950. 
4 refs. 


The author, from the Public Health Laboratory, 
Oxford, gives an account of an investigation made in a 
large hospital canteen in order to estimate the efficacy 
of a proprietary hypochlorite-detergent mixture for dish- 
washing, and to compare its action with that of washing 
soda (sodium carbonate). 

The methods of washing up used in the canteen are 
described, and the tests employed in the investigation. 
It was proved that the recommended routine fulfilled all 
the claims made for it by the manufacturers and that it 
brought the standard of cleanliness well within that 
recommended by the Public Health Service of the U.S.A. 
The method was found to be excellent provided that the 
rules for the use of the mixture were strictly followed. 
The disadvantages of the method are enumerated, in 
particular its unsuitability for use in the cleansing of 
poor-quality cutlery and the need for a rigid routine of 
dosing time. 

The method recommended by Knox and Waller in 
which washing with a detergent is followed by rinsing in 
hot water was, however, found to be equally effective and 
to possess advantages over both the above methods. 

E. V. Saunders-Jacobs 


1774. A Survey of Catering Establishments 

B. C. Hosss and L. Kiutu. Monthly Bulletin of the 
Ministry of Health, etc. [Mon. Bull. Min. Hlth] 9, 112- 
120, May, 1950. 8 refs. 


This survey of a number of representative catering 
establishments was carried out to determine how far 
wartime shortages, structural defects, and other imperfec- 
tions tended to facilitate the transmission of food-borne 
infection, and what improvements could be made in the 
present circumstances. 

The premises visited included restaurants and cafés 
catering for the general public (including public houses 
and a civic restaurant), canteens attached to industrial 
and commercial firms, and canteens attached to schools. 
Particular attention was paid to structural conditions, 
equipment, and methods. 

In general, the structural condition was good, though 
the absence of wall plaster or other smooth-finish 
rendering to the interior brickwork of the wall, especially 
of the newer buildings, meant that cleanliness could be 


obtained only at the expense of more time and trouble 
than if the surfaces had been smooth. Quarry tiles 
seemed the most suitable floor covering; concrete did 
not wear well and special asphaltic coverings are not a 
suitable base for heavy, free-standing, kitchen equipment. 
In contrast to wooden floors with or without linoleum, 
these materials allow of construction which permits 
free run-off and drainage of washing water. Even where 
cookers were locally served by hoods, trunking, and 
extraction fans, the atmosphere was markedly humid and 
condensation occurred because arrangements were 
seldom made for the removal of the steam from the 
dish-washing sink. Condensation could be diminished 
by making better provision for structural insulation and 
by the use of open-textured wall and ceiling coverings or 
finishes. 

Lighting in general appeared satisfactory, and 
sanitary accommodation good. The arrangements for 
washing and drying the hands were, in many instances, 
not satisfactory; although in most of the larger premises 
there was a separate cloakroom for the outdoor clothing 
of the staff, the arrangements in the smaller establishments 
were not good. 

There were many shortcomings in the equipment. Too 
often working surfaces such as table tops and drainage 
boards were of wood, only a few having smooth non- 
absorbent surfaces which could be easily washed and 
sterilized. Glazed stonework sinks were common and 
at a number of places the sinks were made of teak. The 
use of gas geysers was a common method of providing 
a hot water supply when boiler water was not available: 
rarely, however, was the water from the geyser, when 
delivered in large quantities, at a temperature above 
140° F (60°C.). This is of importance because the 
examination of swabs from washed articles shows that 
the lowest bacterial counts are obtained from crockery 
washed in water at 170° to 180° F. (76°6° to 82:2°C.), 
and allowed to drain without wiping. At too many of 
the premises there was no refrigerated storage space. 
Cold storage in general was inadequate. The practice 
of cooking certain foods, especially meats, the day before 
they were eaten was very common; this usage allows 
spore-bearing anaerobic organisms, which survive 
cooking, to germinate and multiply overnight, with 
infection or intoxication next day from the meat. Subse- 
quent heat treatment given in the process of warming-up, 
or of cooking the necessary pastry for pies or pasties, is 
insufficient to destroy the organisms. The need to cool 
rapidly meat and milk foods which are cooked some hours 
before being eaten does not seem to be appreciated. 
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Well-ventilated cold or cool rooms where hot meat, 
gravies, stews, and other food could be placed for a short 
time before being transferred to the refrigerator, would 
be a real help. In those school-canteen kitchens where 
large insulated food containers were used for carrying 
cooked foods in bulk to neighbouring schools, the 
containers were washed but there were no facilities for 
steam sterilization. High bacterial counts are common 
from containers which are washed in the ordinary way and 
then dried by mopping out with a cloth. Because warm 
food is enclosed in these containers for possibly long 
periods of time, it is essential that everything should be 
done to reduce the numbers of residual bacteria on the 
inner walls, so that steam sterilization followed by 
drainage without further wiping is essential. 

There were less important findings in some places, 
such as smoking by members of the kitchen staff, and the 
presence of cats in food-preparing rooms, a practice to 
be deprecated especially as it is now known that | to 2% 
of dogs and cats carry organisms of the Salmonella 
group. Little was done to prevent the engagement, as 
members of the kitchen staff, of carriers of typhoid, 
paratyphoid, and dysentery; while any measures taken 
to deal with cuts, burns, and other septic lesions or 
significant illness seemed to bear a closer relation to the 
aspect of workmen’s compensation than to an apprecia- 
tion of the risk of the transmission of infection from open 
wounds to foodstuffs. Caryl Thomas 


1775. The Bactericidal Action of Triethylene Glycol on 
Air Filters of Various Types 

S. H. Hopper. Journal of the American Pharmaceutical 
Association, Scientific Edition [J. Amer. pharm. Ass., Sci. 
Ed.} 39, 291-294, May, 1950. 4 figs., 3 refs. 

Filters of the furnace type made from hog’s hair or 
from “ fiberglas ’’ were used for experiments. Triethylene 
glycol 1 oz. (4 ml.) was painted on to the 10-inch (25 cm.) 
square filter which was then fitted into the middle of a 
rectangular tunne! having a fan at oneend. A culture of 
Staphylococcus aureus or Serratia marcescens was then 
atomized on to the outlet side of the filter. A sample was 
taken from the filter immediately after atomization and 
was plated out in nutrient agar by the serial dilution: 
technique. Counts were made 24 hours after incubation 
at37° C. Samples of the air coming out of the filter were 
taken at regular intervals with an electrostatic bacterial 
air sampler. 

In control experiments with hog’s-hair filters impreg- 
nated with purified petroleum oil the average count of 
Staph. aureus was reduced by 35°, to 40% and that of 
Serratia marcescens by 95% in 3 hours. Repetition of the 
experiments with filters impregnated with triethylene 
glycol gave reductions of 99°, plus with either organism. 

With the same technique and fiberglas filters 
impregnated with tricresyl phosphate, the count of 
Staph. aureus was reduced by 97%, and that of Serratia 
marcescens by 99%. When filters were impregnated 
with glycol, the reduction was 99% plus for both 
organisms. A glass filter impregnated with glycol still 
gave 99% reduction after 216 hours’ continuous use. 

In business premises the filters reduced the count by 
75% when 15-minute settling plates were used, but it is 
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not recommended that such filters be employed in schools 
or offices until more tests have been made. 
. P. A. Nasmyth 


1776. The Results of a Two-year Antimalarial Campaign 
in Corsica. (Deux années de lutte contre le paludisme en 
Corse: premiers résultats) 

A. CAVAILLON, J. P. ADAM, L. BERNARD, R. CAMAIN, 
C. Jausou, and E. Trinquier. Bulletin de Il’ Académie 
Nationale de Médecine {Bull. Acad. nat. Méd., Paris] 134, 
320-325, 1950. 4 refs. 


This campaign, started in the spring of 1948 with 
the help of the Rockefeller Foundation, was based on 
experience in Sardinia and elsewhere. The incidence of 
malaria increased and extended during the German 
occupation and led to the annual exodus of 80,000 
inhabitants from the plains to the hills. The population 
had decreased by 15°% since 1936 and large tracts of land 
were uncultivated. The splenic index was found to be 
36°3% and the parasite rate 23-4°%%. Anopheles maculi- 
pennis labranchiae was the major vector. The cost of 
the campaign was estimated at £30,000 per annum. 

The method adopted was the spraying of walls and 
ceilings witha 5°%% solution, in kerosene, of DDT containing 
a high percentage of the active isomer. DDT was also 
used as a 50% wettable powder in aqueous suspension for 
stables and cowsheds. The results of the 1948 campaign 
in the eastern sector were “ spectacular ”’ and caused 
the almost complete disappearance of mosquitoes, 
flies, and cockroaches and a decline in the case incidence 
of malaria from 461 in 1944 to 76 in 1949. The 
economies in labour and health costs are estimated at 
£100,000. Antilarval measures were not used in 1948 but 
will be employed later. Fly resistance to DDT was noted 
and tended to discredit the plan in the public view. 
To avoid this, the addition of “* octaklor’’ to DDT is 
planned for 1950, and it is hoped before long to wipe 
out malaria in Corsica. Clement Chesterman 
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1777. Smallpox Outbreak in Glasgow, 1950 
S. 1. A. LAiDLAW and W. A., Horne. Medical Officer 
[Med. Offr] 83, 187-192, May 13, 1950. 1 fig. 


The outbreak of smallpox which occurred in Glasgow 
between March 26 and April 1, 1950, resulted in 18 
confirmed cases, one probable case, and 2 suspected but 
unconfirmed cases. Six of the patients died. The out- 
break originated with an Asiatic seaman who was 
admitted to Knightswood Infectious Diseases Hospital 
with a diagnosis of pneumonia on March 10 and who, 
4 days later, developed a papulo-vesicular rash diagnosed 
as chickenpox. The patient had four satisfactory scars 
due to vaccination 3 years earlier. The rash cleared 
rapidly and the patient was discharged from hospital on 
March 23. On March 26, three persons developed small- 
pox in Knightswood Hospital and during the following 
6 days a further 17 persons—staff, patients, and visitors 
to the hospital—were removed because of the certainty 
or suspicion of smallpox. None of the 20 patients had 
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been successfully vaccinated recently, although the 
14 patients who recovered had a history of successful 
vaccination in infancy or within the first 4 years of life. 
Of the 6 who died, 3 had never been vaccinated, one was 
said to have been vaccinated in infancy but had no scar, 
one was said to have been unsuccessfully vaccinated 
three times in infancy, and the other was unsuccessfully 
vaccinated three times in infancy, twice unsuccessfully in 
1949, and once unsuccessfully in 1950. 

Measures to control the outbreak were promptly 
put into operation and all contacts were traced and kept 
under surveillance. In all some 2,000 contacts were seen 
daily. A vaccination centre was opened on March 27 
for close or chance contacts of known cases. The public 
was impressed by the campaign for vaccination and 
the response rapidly increased. The numbers of persons 
vaccinated daily for the 3 days March 31 to April 2 were 
1,243, 2,600, and 13,350. Some 162,000 persons had 
been vaccinated when the last centre closed on April 21. 
In addition 220,000 doses of lymph were supplied to 
general practitioners and 20,000 doses to factories. A 
further 14,000 vaccinations were carried out by the 
authorities in the course of smallpox prevention duties. 

Among the lessons to be learned from this outbreak is 
that there is a real difficulty in differentiating clinically 
between varicella in an adult and variola modified by 
previous vaccination, especially in Asiatics. It is also a 
vital necessity to ensure that hospital staffs are protected 
by adequate vaccination and that this protection is 
maintained at regular intervals. W. J. Martin 


1178. Epidemics in Schools. An Analysis of the Data 
Collected during the Years 1935 to 1939 

E. A. CHEESEMAN. Medical Research Council. Special 
Report Series [Spec. Rep. Ser. med. Res. Coun., Lond.] 
No. 271, 1-96, 1950. 8 figs., 18 refs. 

In 1929 the Medical Research Council set up a com- 
mittee to enquire into the prevalence and mode of spread 
of epidemics in residential schools. In 1938 a report to 
the Medical Research Council dealt with data collected 
during the 5-year period 1930 to 1934. The collection 
of data from the public schools included in this inquiry 
did not cease with the publication of that report, but 
continued, although on a somewhat restricted scale, 
until the outbreak of war in 1939. The data relative to 
the 4-year period 1935 to 1938 inclusive and the first two 
terms of the calendar year 1939 have been studied by 
the present author, who also draws some conclusions 
concerning the main findings after 10 years of collection 
of sickness records from public schools. These records 
provide a valuable picture of the incidence of different 
types of sickness and their seasonal and sex differences, 
and the author discusses points of particular interest with 
reference to specific infectious diseases. 

As would be expected, nasopharyngeal infections are 
responsible for more sickness than any other individual 
cause. The highest attack rates from nasopharyngeal 
infection fall in the Lent term, with the possible exception 
of sore throat in girls’ and naval schools. Perhaps the 
most striking feature emerging from these studies is the 


. 4pparent sex difference in the incidence of nasopharyngeal 


infection. The attack rates, apart from influenza, were 
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from 150% to 300% greater in girls’ schools than in boys’ 
or naval schools, but it is admitted that minor ailments 
might tend to be regarded more seriously in girls’ than in 
boys’ schools. Girls also suffer from appendicitis 
approximately twice as frequently as boys or naval pupils 
and more girls (87-5% of reported cases) were operated 
upon than boys (80%). On the other hand the winter 
accident rate for boys was generally twice as high as in 
the Lent or summer terms; “the football season 
probably explains this *’ and also a sex difference. 

The sex difference in the incidence of nasopharyngeal 
infection, even though largely explained by the greater 
care received by the girls, is worth careful examination. 
Because of the greater care, early isolation of infectious 
patients will certainly take place which might tend to limit 
the spread of infectious disease. Perhaps this is why 
measles, for example, is more readily spread in boys’ 
schools and there is a significantly larger number of 
** single-case ** outbreaks in girls’ schools than in boys’. 
Otitis media and sinusitis are the most frequent complica- 
tion of nasopharyngeal infection. In boys’ schools the 
incidence rate of sore throat and of all nasopharyngeal 
infections (excluding influenza) was directly related to the 
rates of otitis media and sinusitis. In girls’ schools the 
association with incidence of sore throat was not statisti- 
cally significant for either otitis media or sinusitis, but 
a negative association was observed between these 
complications and all nasopharyngeal infection. This 
negative association implies that in girls’ schools a high 
incidence of all reported nasopharyngeal infections tended 
to be accompanied by a relatively low incidence of otitis 
and sinusitis. [This statement is somewhat qualified in 
the report, which must be read, but the conclusion that 
greater attention given to minor ailments is reflected in a 
reduction of the incidence of complications is a most 
important one.] From these data we can now gauge with 
reasonable confidence the nature and extent of morbidity 
in certain residential schools, and may be helped in 
making a prognosis in a school outbreak. 

The following figures may be useful. The attack rates 
for illnesses causing the loss of one day’s school time or 
more were 13-87% in naval schools, 17-12°4 in boys’ 
schools, and 38-01% in girls’ schools per term. [In the 
present report mortality is not discussed in detail; it 
might have been more useful had it told us whether the 
sacrifice of school timé saves life.] W. H. Bradley 


1179. Expectancy for Outbreaks of Poliomyelitis in 
Camps and Schools 

T. H. INGALLS and A. D. RUBENSTEIN. American 
Journal of Public Health [Amer. J. publ. Hith| 40, 555-560, 
May, 1950. 3 figs., 3 refs. 

The authors obtained information on outbreaks of 
poliomyelitis in camps and schools in the north-eastern 
United States relating to the 14 years from 1935 to 1948. 
During this period poliomyelitis occurred in 30 of the 
140 camps and 12 of the 40 boarding schools. Two 
camps and two schools reported that the disease had 
appeared twice. The fact that only 11 multiple-case 
outbreaks were observed among the 140 camps during 
nearly 2,000 summers of operation gives some indication 
of the rarity with which group infection is clinically 
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manifest. In the same period ten schools with an average 
enrolment of 339 pupils had experienced 11 single-case 
outbreaks and, during a total of 560 academic years of 
operation, multiple-case outbreaks of poliomyelitis were 
notified on only three occasions. 

The authors tabulate this information. They were 
able to recognize three patterns: (1) single-case outbreaks 
which did not progress; (2) single-case outbreaks 
which were followed by one to three additional clinical 
cases after an interval of 5 days; (3) outbreaks of 
multiple initial cases in the first 5 days followed by as 
many as 16 cases during the subsequent 2 or 3 weeks. 
[The diagrams provided will give a great deal of consola- 
tion to the medical officer in charge of a community or 
camp in which a single case of poliomyelitis cccurs. 
Unfortunately the diagrams do not show the dates upon 
which the cases appeared in relation to the beginning of 
the school term or the assembly of the camp.] 

In 32 out of 36 instances in which only a single case 
was recognized during the first 5 days of the outbreak, 
no secondary spread cccurred. But when the outbreak 
started with recognition of not one but a wave of 2 or 
more cases during the first 5 days of the outbreak a 
spread occurred on seven out of ten occasions. After 
the appearance of poliomyelitis the number of cases 
developing simultaneously within the first 3 or 4 days of 
the outbreak may te taken as a useful prognostic index 
of the likelihood of subsequent cases within the group. 

The distinctive fact emerging from this study is the 
failure of poliomyelitis to propagate in a clinically mani- 
fest form on the majority of occasions when a single recog- 
nized case presumably exposed the group to danger. 

[This paper provides an interesting companion to one 
by Gale (in press), who has obtained similar information 
for school and community outbreaks in England and 
Wales. Together these papers will assist prediction of 
the probability of spread of poliomyelitis in a community 
and point a way to more logical administrative control.] 

W. H. Bradley 
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1780. The Idea of the Sheltered Workshop 
T. FERGUSON. Occupational Therapy and Rehabilitation 
[Occup. Therap.| 29, 73-82, April, 1950. 


For a long time the employment of severely disabled 
persons has been a problem to both medical men and 
social workers. In Glasgow, where industry is pre- 
dominantly heavy, there is little prospect of obtaining 
satisfactory work for them along “ outwork ”’ lines, so 
that energies have been concentrated on an effort to set 
up a workshop to employ some 40 disabled persons, with 
the possibility of subsequent expansion and the provision 
of outwork for the house-bound, centred on the factory. 
This was established on an industrial estate at Hillington 
because there was a diversity of trade which might provide 
sub-contracts, the factory could be leased at an economic 
rent, land was available for further building, and a 
sheltered workshop established there would operate 
amidst normal surroundings and conditions as part of 
the general industrial activity of the estate. A non- 
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profit-making company was formed and an _ initial 
sub-contract obtained for a period of 3 years to manu- 
facture electrically-heated blankets. It was arranged that 
machines should be made with controls that would 
lend themselves to adaptation to the individual require- 
ments of paralysed men, while benches were constructed 
so that a chairbound worker could manceuvre into a 
comfortable working position. Doors were of such a 
width as to allow the passage of invalid chairs, rest rooms 
were provided, and special attention was paid to suitable 
lavatory accommodation for chairbound employees, 
supporting rails being conveniently placed with overhead 
trapeze to enable a chairbound patient to make full use of 
his arms. Ample lighting was provided and canteen 
facilities were already available on the estate. The 
factory was opened in 1946 and a 5-day working week of 
40 hours was adopted—8.30 a.m. to 12.15 p.m., and 
1.15 p.m. to 5.30 p.m., with a 15-minute break for tea 
at 10 a.m. and 3 p.m. 

In choosing workers consideration was given to the 
applicant’s capabilities in relation to the work available 
in the factory, while due weight was given to relevant 
social considerations and place of residence. Of the 
48. men employed 3 had gunshot wounds of the head, 
3 of the spine, and 4 suffered from other spinal conditions. 
Fourteen had organic disease of the nervous system, 
3 suffered from heart disease, 2 from nephritis, one from 
rheumatoid arthritis, one from congenital muscular 
wasting, and one from cataract following injury. Six 
had lost one leg, 3 had had both legs amputated, and 
5 had sustained severe injuries of a hand or arm. The 
average age of the men was 32, and 25 of them were 
married. Four travelled to the workshop in motor 
chairs and 15 were brought by ambulance. Attendance 
of the men was regular, absence from sickness and other 
causes amounting to some 7-5°, of the total number of 
working days. 

The output was low in the early months, as was only 
to be expected from an entirely new and untrained staff, 
but it became stabilized at a satisfactory level after 
8 months and the financial results showed a sufficient 
margin to justify reasonable confidence in the continued 
success of the enterprise. The best testimony to the 
value of the workshop is the striking change which has 
taken place in the men themselves, the happiness, the 
enthusiasm, and the sense of corporate life in the work- 
shop being quite unmistakable. K. M. A. Perry 


1781. Siderosis. A Benign Pneumoconiosis due to the 
Inhalation of Iron Dust. Part I. A Clinical, Roent- 
genological and Industrial Hygiene Study of Foundry 
Cleaning Room Employees 
L. E. HAMLIN and H. J. WEBER. 
[Industr. Med.] 19, 151-169, April, 1950. 
12 refs. 

This paper is based on a clinical and radiological study 
of 69 foundry workers engaged in the processes of grind- 
ing and burning. Both groups of workers were exposed 
to mixtures of dust and fume containing varying pro- 
portions of iron oxide (37-4 to 90%) and free silica 
(1-5 to 16°3%; average 6:2%). Over a period of 10 years 
58-6% of the grinders developed radiological nodulation 
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16 figs., 
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of the lungs, and the authors lay the greatest stress on the 
fact that the radiological picture of nodulation is due to 
the collections of radio-opaque iron oxide and not to a 
focal fibrosis as seen in silicosis. They stress the almost 
complete absence of pulmonary disability and secondary 
tuberculous infection and illustrate their paper with 
numerous radiographs. 

The authors include much scientific evidence relating 
to dust counts and particle size, together with chemical 
and physical analyses of the dusts, in substantiating their 
view that the changes are due to iron oxide only. [They 
produce no good evidence for ignoring the part played 
by the free silica in the dusts inhaled.] A. J. Amor 


1782. Siderosis. A Benign Pneumoconiosis due to the 
Inhalation of Iron Dust. Part II. An Experimental 
Study of the Pulmonary Reaction following Inhalation of 
Dust Generated by Foundry Cleaning Room Operations 
A. J. VorwacLp, P. C. Pratt, T. M. DuwurKAN, 
A. B. DELAHANT, and D. A. BaiLey. Industrial Medicine 
[Industr. Med.| 19, 170-180, April, 1950. 23  figs., 
13 refs. 


Experimental studies on inhalation of mixtures of iron 
oxide and silica dust demonstrated collections of iron 
oxide in the lungs of the experimental animals with an 
almost complete absence of fibrotic changes. The experi- 
ments were performed on guinea-pigs, rats, and other 
experimental animals for a period of up to 3 years. It is 
shown that the radiological changes were due to the 
radio-opacity of the iron oxide and not to fibrosis 
produced by the crystalline free silica present in the dust. 
The resistance of the guinea-pigs to tuberculous infection 
(R.1) was unchanged, and the authors conclude that the 
dust should be included amongst those classed as 
inert A. J. Amor 


1783. Severe Fibrosis of Lung in Corundum Smelters. 
(Schwere Lungenfibrosen bei Korundschmelzern, eine 
neue Berufskrankheit ?) 

J. HAGEN. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.} 5, 31-38, Jan., 1950. 3 figs. 


This is a report on 25 cases (11 being fatal) of severe 
pulmonary fibrosis in men employed at the smelting ovens 
where bauxite or pure calcined alumina is processed to 
fine corundum. These oven workers were exposed for 
protracted periods to corundum dust, which contains a 
proportion of Al,O; up to 99-3°%, together with small 
quantities of the oxides of iron, silicon, titanium, and 
sodium. At certain stages of the smelting process the 
atmosphere is very hot. 

It is suggested that this condition is a new industrial 
disease, for the men so injured were exposed not to 
aluminium, metal, but to its oxide, Al,O,. The question 
whether or not lung damage is caused by the inhalation 
of aluminium dust is considered and the literature 
reviewed. The pulmonary condition is referred to as the 
aluminium lung. The clinical signs and the radiological 
findings in the 25 cases here reported closely resembled 
those described by Goralewski and other observers who 
recognized the aluminium lung: (1) The disease was of 
acute onset and made very rapid progress. (2) The 


clinical signs did not correspond with the radiological 
picture. (3) In many cases a spontaneous pneumo- 
thorax developed. Radiography revealed a fine network 
of shadows with a marked tendency to shrinkage or 
collapse of the air cells, in contrast to the nodular 
appearance in silicgsis. Histological sections taken at 
necropsy showed changes typical of the aluminium lung— 
thickening of the alveolar septa with som2 hyaline 
degeneration of the alveolar walls and a tendency to 
obliteration of the alveolar spaces by the increase in 
fibrous tissue. Moreover there was—in contrast to 
silicosis—no definite sclerosing fibrosis of the hilar 
lymph nodes. The pigment in the lung was found to 
consist principally of Al,O,. Three cases are described 
in detail and radiographs are reproduced. The patho- 
logy of the condition is discussed. The first known 
illness began in 1942; the first case was reported in 1945. 
In Germany, in 1947, as a result of these reports, pul- 
monary disease caused by aluminium and its compounds 
was included in the list of occupational diseases for 
compensation. 

Active pulmonary tuberculosis was present in 5 of these 
25 cases. M. A. Dobbin Crawford 


1784. Q Fever in a Wool and Hair Processing Plant 

M. M. SiceLt, T. F. McNair Scott, W. HENLE, and 
O. H. JANTON. American Journal of Public Health 
[Amer. J. publ. Hith] 40, 524-532, May, 1950. 1 fig., 
27 refs. 


This is believed to be the first report of Q fever on the 
eastern seaboard of the United States. The outbreak 
occurred early in 1948 amongst the personnel employed 
in a plant processing wool and goat hair; the origin of 
the outbreak could not be determined. The highest 
incidence occurred in the dyeing and warehouse depart- 
ment among the mechanics. The office workers escaped 
and there were no known cases amongst the contacts or 
families of the workers. There was no relation between 
the occurrence of cases and the ages of the workers, nor 
was there any difference in severity as between young 
and old. 

The outbreak was recognized through the routine 
testing of serum specimens from one patient with an 
upper respiratory illness. The episode points to the 
importance of testing, with the several viral and rickettsial 
antigens, sera from patients with undifferentiated 
infections in the upper respiratory tract or with pneu- 
monia. Tests with the Q-fever antigen are especially 
important when the patient is known to have had contact 
with raw wool, meat, or milk, or with sheep, goats, or 
cattle. The complement-fixation test was used in a 
survey of 152 workers employed in the factory; in 48 
there were titres of 1 in 32 or higher, and in 29 titres of 
1 in 128 or higher. 

Although the disease in this episode was mild, it caused 
great loss in man-hours. The authors feel that Q fever 
should be recognized as an occupational hazard and 
should be made a notifiable disease; they also suggest 
preventive measures directed largely towards dust 
control. In relation to this episode it is reported that not 
all wool was scoured and that the plant operations pro- 
duced a great amount of dust. W. H. Bradley 


t 
a 
35 
d 
of 
n 
le 
of 
id 
he 
ile 
nt 
he 
id, 
1S. 
m, 
lar 
Six 
nd 
“he 
ere 
tor 
nce 
her 
of 
nly 
aff, 
fter 
ient * 
ued 
the 
has 
the 
ork- 
ry 
» the 
yent- 
ndry 
icine 
figs., 
tudy 
rind- 
yosed 
pro- 
silica 
years 
ation 


Anatomy and Cytology 


1785. The Fine Structure of Myofibrils 

G. Rozsa, A. SZENt-Gy6rGyI, and R. W. G. WycKorF. 
Experimental Cell Research [Exp. Cell Res.] 1, 194-205, 
April, 1950. 14 figs., 12 refs. 


A series of experiments were conducted on rabbit 
muscle. First the myofibrils themselves were examined 
with the electron microscope, the results showing a sharp 
differentiation between the anisotropic and isotropic 
bands; the M, N, and Z bands and H “ disks ” were also 
seen. The photomicrographs show that the myofibrils 
are made up of closely packed, thin filaments which run 
continuously through the bands. The A, Z, and M 
bands, being shown thicker than the isotropic bands, are 
considered to be additional material present along with the 
longitudinal filaments. It is claimed that the Z, M, and 
N bands can be washed away without disrupting the myo- 
fibril and that this supports the theory that they are largely 
extrafibrillar. The authors did not find any difference 
in orientation between isotropic and anisotropic bands. 

In the second group of experiments the filaments 
constituting the main bulk of the myofibrils were studied. 
A consistent uniformity of width in cross-section of these 
fibrils was found, the width being about 100 A. A 
beaded structure was sometimes found with periodicity 
of 250 to 300 A. It is considered that the appearance 
of the filaments is compatible with the hypothesis that 
they are polymerized actin threads covered by some 
substance of unresolved structure. 

In the third set of experiments the nature of the sarco- 
lemma was examined. Single muscle fibres were isolated 
and the macroscopic sarcolemma was opened mechani- 
cally. With the electron microscope the structure 
observed was in the form of very thin sheets with thick 
threads associated with them. These do not seem to be 
an integral part of the membrane, but are attached to the 
surface. The threads have a uniform width of about 
250 A, occur in bundles, and are continuously striated. 

C. E. Challice 


1786. Sheath and Axon Structures in the Internode 
Portion of Vertebrate Myelinated Nerve Fibres. An 
Electron Microscope Study of Rat and Frog Sciatic 
Nerves 

H. FERNANDEZ-MorAN. Experimental Cell Research 
[Exp. Cell Res.] 1, 309-339, April, 1950. 14 figs. 


The structure of sciatic nerve fibres in the frog and rat 
was examined by electron microscopy of thin sections 
0-1 to 0-3 yw thick. Mainly unembedded tissue was 
sectioned, although  collodion-paraffin, gelatin- 
embedded, and replica adhesion preparations were used 
to supplement the information obtained. Thin sections 
were cut by means of thermal expansion of a deeply 
frozen head, the apparatus being described. 

The myelin sheath was covered with a compact 
granular membrane, 200 A thick, corresponding to the 
neurilemma. Fibrils of a smooth, rigid type and 


bundles of collagen fibrils, longitudinally arranged, were 
attached to this membrane. Certain dense-edged 
fibrils were seen, resembling the structures described by 
de Robertis and Schmitt (J. cell. comp. Phys., 1948, 31, 1) 
as ** neurotubules ”, and are claimed to be collagen fibrils 
invested with a dense “* hazy *’ substance derived from the 
myelin sheath. The main sheath separated into concentric 
rings from which thin lamellae peeled off. A concentric 
system of regular, uniform lines (spacing 70 to 80 A), 
superimposed on a concentric, laminated, fine structure of 
layer thickness approximately 80 A was found in trans- 
verse and longitudinal sections. Alcohol-ether extrac- 
tion of the whole nerve revealed thin, concentric leaflets, 
30 to 40 A thick, similar to the myelin lamellae but 
thought to be protein films. Nerves incubated with 
trypsin showed lamellar structures which disintegrated 
into rod-shaped granules 50 to 100 A high, and structures 
resembling the lamellae of fixed nerve were found in 
fixed myelin droplets from fragmented nerve fibres. 
Pseudo-replicas revealed a scaly surface structure 
corresponding to the outer myelin layers. The dimen- 
sions of the structure deduced from these observations 
are compared with those from polarized-light and x-ray 
studies. In osmium-fixed, frozen, transverse sections 
1 to 3u thick, the space occupied by the axon was 
usually empty, but in a number of sections there were 
seen within the lumen of the fibre: (1) A dense, fibrous 
net or membrane lining the inner wall of the sheath, with 
longitudinal trabecular reinforcements. This was 
thought to correspond to the axolemma membrane 
and to provide the basis for the fine reticulum in the 
axis cylinder. (2) A network of thin, beaded fibrils 
100 to 200 A wide, bridging the lumen of the axis cylinder, 


extending in a transverse or oblique longitudinal direction | 


and containing a granular substance in various stages of 
aggregation. C. E. Challice 


1787. The Venous System of the Heart. (Das Venenbild 
des Herzens) 
J. SCHOENMACKERS. Zeitschrift fiir Kreislaufforschung 
[Z. KreislForsch.| 39, 68-77, Feb., 1950. 9 figs., 15 refs. 
The distribution of the venous system of the heart was 
studied in specimens injected with a 10% formalin- 
barium-sulphate mixture. Stereoscopic radiographs 
were taken. Two main types of distribution were 
found: (1) in some hearts all veins entered directly into 
the venous sinus; (2) in other hearts some veins, besides 
entering the sinus, also separately entered the atria and 
ventricles. It is possible to recognize venous trunks 
which accompany the arteries, and venous networks in 
the artery-free surfaces of the heart. The venous pattern 
in the left ventricle is denser than in the right, correspond- 
ing to the greater muscle mass. In cardiac hypertrophy 
both arteries and veins become lengthened and widened 
and the venous pattern becomes denser. Vein-free and 
artery-free fields occur in chronic dilatation of the 
chambers. R. Barer 
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Physiology and Biochemistry 


1788. Influence of Age, Sex, Physique and Muscular 
Development on Physical Fitness 

H. CuLLUMBINE, S. W. T. W. WIiKRAMANAYAKE, 
and R. S. Watson. Journal of Applied Physiology 
[J. appl. Physiol.] 2, 488-511, March, 1950. 3 figs., 
26 refs. 


The response to moderate and severe exercise and the 
strength and the speed of movement have been measured 
for 7,000 Ceylon subjects from the age of 10 years 
upward. The fitness index (for 5 minutes of moderate 
exercise) and the endurance index (severe exercise) 
decreased with age. The fitness index also decreases 
with increasing developmental level, but the endurance 
index is not related to the developmental levels. These 
indices are based partly on the time of performance of a 
standard type and rate of exercise. If the work per- 
formed is taken into account then the older subjects give 
the better assessments. . 

Speed, strength, and the ability to sustain moderate 
effort to exhaustion all increase with age, to reach maxima 
in early manhood or womanhood. These aspects of 
dynamic fitness also increase with increasing develop- 
mental level. In all respects female subjects give poorer 
assessments than do males. Those with a normal or a 
stocky body build have, on an average, the greatest speed, 
the greatest strength, and the greatest ability to sustain 
prolonged muscular effort. Severe exercise is best 
performed by those with a slim body build. 

Within the range presented by our group of subjects, 
the less the leg muscle development the greater was the 
fitness index and the endurance index. The greater the 
leg muscle development, the greater was the speed of 
movement. The greater the arm muscle development, 
the greater was the strength.—[Authors’ summary.] 


1789. Regulation of Sodium Excretion in Normal and 
Salt-depleted Subjects 

D. A. K. BLack, R. PLatt, and S. W. STANBURY. 
Science [Clin. Sci.] 9, 205-221, 1950. 6 figs., 
Orefs. 


The osmotic stability of the body fluid is maintained 
by keeping the serum sodium level constant. This level 
is kept constant by a renal excretion of sodium which 
effectively compensates for changes in the sodium intake 
and in the amount of sodium lost by sweating. It has 
hitherto been believed that the amount of renal excretion 
is influenced by serum sodium level and the glomerular 
filtration rate (GFR), which in turn depends on the 
sodium load presented to the kidney for excretion. The 
authors, on studying the excretion of sodium and such 
Substances as chloride, bicarbonate, potassium, urea, 
sulphate, and phosphate in normal and salt-depleted 
subjects, were unable to confirm this hypothesis. They 
found that, in all subjects, increase in the sodium load 
which directly affects the GFR did not lead to increase in 


sodium excretion even after the serum sodium level and 
inulin clearance had been raised to normal figures or 
figures above normal. This means that sodium re- 
absorption occurs in the tubules, which must therefore 
play a significant part in determining the amount of 
sodium excretion. The authors found that in salt- 
depleted subjects sodium reabsorption was not only 
greater but also more prolonged, and was maintained 
for a few days. They therefore believe that the slowness 
with which the readjustment to normality takes place 
suggests that a hormonal mechanism may be concerned, 
and that there may be an overproduction of adrenal 
cortical hormones during salt depletion. [Full experi- 
mental plans and methods are given and the results 
are well tabulated.] S. Karani 


1790. Studies on Antigens of Human Red Cells. II. 
Serological Properties of Rh Factor in Elinin 
R. S. Evans, M. Moskowitz, and M. CALVIN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. N. Y.] 73, 637-642, April, 
1950. 2 refs. 


Elinin, a lipoprotein extractable from haemolysed 
human erythrocytes, can be purified considerably by 
physical methods and retain its Rh-antigen activity. It 
will reduce the Rh antibodies of human sera mixed with 
it in vitro, but it is not antigenic in animals or man in the 
doses used and the intramuscular injection of 1 to 1-5 g. 
fails to reduce the titre of circulating Rh antibodies. 

C. L. Oakley 


1791. Preparation of Nonprotein Fractions Possessing 
Adrenocorticotropic Activity from Sheep ACTH Protein 
I. I. GescHwinp, G. P. Hess, P. G. CONDLIFFE, and 
B.S. WiLttaAMs. Science [Science] 111, 625-626, June 9, 
1950. 2 figs., 6 refs. 


1792. Attempt to Demonstrate Vascular By-passes in the 
Kidney (the Trueta Phenomenon) 

J. H. Moyer, H. Conn, K. MARKLEY, and C. F. SCHMIDT. 
American Journal of Physiology [Amer. J. Physiol.] 161, . 
250-258, May, 1950. 3 figs., 6 refs. 


Considering the evidence for the existence of a 
vascular shunt in the kidney in certain circumstances to 
be unsatisfactory, the authors repeated Trueta’s experi- 
ments at the University of Pennsylvania. They were 
unable to confirm his findings. 

They found that in rabbits indian ink injected into the 
aorta during stimulation of one sciatic nerve was distri- 
buted equally in renal cortex and medulla, with. no 
evidence of cortical ischaemia. The same _ thing 
happened in dogs. Injection of indian ink together with 
stimulation of one renal artery and adjacent nerves 
resulted in a marked decrease in the amount of ink in the 
ipsilateral kidney as compared with the contralateral 
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one, but again the distribution was uniform throughout 
the kidney. A “ frueta-like’’ picture could be pro- 
duced, however, if the injection of indian ink was 
delayed until 5 to 10 minutes after death, in animals 
which had received neither sciatic stimulation nor 
adrenaline injections. The ‘‘ Trueta phenomenon” 
could also be observed in the intact rabbit after adrenaline 
injection. But the evidence obtained suggested that 
this was a local and not a neurogenic effect; no such 
effects were observed in dogs. 

Further experiments involving estimation of renal 
arterio-venous oxygen differences did not suggest the 
existence of arterialization of the venous blood when 
adrenaline was administered or the sciatic nerve stimu- 
lated, either in rabbits or dogs. 

The authors conclude that there is insufficient evidence 
in favour of the “shunt”? mechanism postulated by 
Trueta. A. T. Macqueen 


1793. Evidence for Adrenergic Sweating in Man 
H. Haimovict. Journal of Applied Physiology {J. appl. 
Physiol.] 2, 512-521, March, t950. 2 figs., 24 refs. 


Spontaneous sweating in man was found to be blocked 
by “ dibenamine *’, an adrenergic blocking agent. The 
anhidrotic effect of this drug was determined both by a 
colorimetric method and by the electrical skin resistance. 
Production of sweat by adrenergic drugs was studied by 
intravenous and _ intradermal injections. Systemic 
administration was not a suitable method to demonstrate 
sudomotor effects of sympathomimetic drugs. Intra- 
dermal epinephrine produced sweating in 84% of the 
subjects. Its sudomotor effect was inhibited by diben- 
amine in all cases. 

Tests performed with nor-epinephrine and “ isuprel ~ 
suggest that sympathin E and the excitatory component 
of epinephrine are responsible for the sudomotor 
ability of the adrenergic systems. Results obtained with 
intradermal injection of both epinephrine and acetyl- 
choline or *“* mecholyl *’ into the same point indicate that 
the secretory activity of the sweat glands is augmented 
both by the cholinergic and adrenergic stimulation. 
These agents exert therefore a synergistic sudomotor 
action. 

Since sweating in man can be elicited by adrenergic 
agents and inhibited by an adrenergic blocking agent, it 
is concluded that, in addition to the known cholinergic 
fibers supplying the sweat glands, there is also an adren- 
ergic component in the nervous mechanism of sweating 
in man.—[Author’s summary.] 


1794. Anoxia in Explosive Decompression Injury 

W. M. Hatt and E. L. Corey. American Journal of 
Physiology {Amer. J. Physiol.) 160, 361-365, Feb., 1950. 
1 fig., 8 refs. 


Rats were explosively decompressed from normal 
ambient pressure to 21 mm. Hg in 0-64 second; survival 
was found to be directly correlated with subsequent time 
spent at the reduced pressure. Exposure of rats to an 
atmosphere of nitrogen at 760 mm. Hg yielded similar 
results, pulmonary lesions being indistinguishable from 
those due to explosive decompression. Alterations in 


PHYSIOLOGY AND BIOCHEMISTRY 


metabolic rate due to exposure to cold or to injection of 


thyroxine influenced survival, suggesting that survival 
was correlated with oxygen demand. Previous breathing 
of carbon dioxide and injection of adrenaline increased 
post-decompression survival rate. It was concluded 
that anoxic anoxia is the major factor causing death after 
explosive decompression. D. H. Sproull 


CIRCULATORY SYSTEM 


1795. Postural Changes in the Peripheral Blood-flow 
of Normal Subjects with Observations on Vasovagal 
Fainting Reactions as a Result of Tilting, the Lordotic 
Posture, Pregnancy, and Spinal Anaesthesia 

W. BRIGDEN, S. HowartTH, and E. P. SHARPEY-SCHAFER. 
Clinical Science [Clin. Sci.] 9, 79-91, 1950. 4 figs., 16 
refs. 


Blood pressure, forearm blood flow, cardiac rate, 
right auricular pressure, and cardiac output were recorded 
in human beings in the supine position and when they 
were tipped into the erect posture. These readings were 
made on normal subjects, normal subjects who gave a 
history of fainting easily, normal subjects who gave a 
history of fainting in the erect lordotic posture (upright), 
pregnant women with a history of fainting, patients after 


spinal analgesia, and one patient with spinal-cord . 


syphilis. 

The authors found that normal subjects when tipped 
from the supine to the erect position showed a decrease in 
the right auricular pressure, cardiac output, and forearm 
blood flow. The heart was accelerated and the blood 
pressure remained constant. Normal subjects who 
fainted easily showed, after a short period in the erect 
posture, a fall in blood pressure with a parallel rise in the 
forearm blood flow (vasodilatation). Normal subjects 
who gave a history of fainting after standing upright for 
some time, and pregnant women who fainted, showed a 
marked fall in right auricular pressure and, in spite of 
extreme tachycardia at first, cardiac output fell to low 
levels. After an initial constriction in the vessels of the 
forearm (shown by decrease in blood flow) there was 
vasodilatation, fall in blood pressure, and bradycardia. 
Circulation was restored to normal by changing from a 
lordotic to a kyphotic position and by turning the 
pregnant women to one side. In both these groups a 
significant rise in pressure was recorded in the inferior 
vena cava. 

Blood pressure, right auricular pressure, and cardiac 
output were decreased in the supine posture after spinal 
analgesia, and this decrease was more pronounced when 
subjects were tipped into the erect posture, marked hypo- 
tension, bradycardia, and vasodilatation occurring in 
this position. 

From these observations the authors conclude that 
the mechanism of fainting is the same in all types of cases 
and that these fainting reactions are comparable to those 
observed on bleeding normal subjects in the supine 
position. It is suggested that these reactions result from 
collection of a greater amount of blood in the veins of the 
lower half of the body with a consequent fall in the right 
auricular pressure. S. Karani 
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1796. Electrokymographic Studies of the Relationship 
between Electrical and Mechanical Events of the Cardiac 
Cycle 

J. B. SCHWEDEL, P. SAMET, and H. MEDNICK. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol. N.Y.] 73, 591-594, April, 1950. 
23 figs., 13 refs. 


To define the relation between electrical and mechanical 
events in the cardiac cycle, electrokymographic tracings 
of movements of the ascending aorta and pulmonary 
artery were recorded simultaneously with the electro- 
cardiogram. Out of 25 cases of bundle-branch block 
there was no correlation between the electrical and 
mechanical phases of the cardiac cycle in 17. Further- 
more, in 2 cases of this condition, an abnormal mechanical 
relation between the onset of ejection in the pulmonary 
artery and in the ascending aorta was noted in a direction 
opposite to that expected (in 50 normal people, the range 
was from 0-03 to 0-02 second), that is, pulmonary artery 
ejection might precede aortic ejection by as much as 
0-03 second, or might follow it by as much as 0-02 second. 

A. 1. Suchett-Kaye 


1797. The Reflexogenic Zone in the Terminal Portion of 
the Abdominal Aorta. (O pednekcoreHHoi 30He o6na- 
CTH aopTsl) 

I]. I. Feporov. Apxus [latonoruu [Arkh. Patol.) 12, 
No. 1, 15-22, 1950. 4 figs., 16 refs. 


The abdominal aorta of dogs was studied by means of 
compression and occlusion of its various segments and 
terminal branches and the introduction into it of such 
chemical substances as hypertonic saline, adrenaline, 
acetylcholine, hexonal*’, thiopentone, procaine, and 
barium chloride. The effects of these procedures on the 
pulse, blood pressure, and electrocardiographic tracings 
of the heart were observed. A histological study of this 
region showed that nerve endings were much more 
numerous in the terminal portion of the aorta than above 
or below it, and that they were similar in structure to those 
present in the sinocarotid zone. The observations 
showed that this part of the aorta contains chemical 
neuro-receptors. L. Crome 


1798. Some Properties of Purified Prothrombin and its 
Activation with Sodium Citrate 

W. H. Seecers, R. I. MCCLAUGHRY, and J. L. FAHEY. 
Blood | Blood] 5, 421-433, May, 1950. 5 figs., 19 refs. 


Specially purified prothrombin was prepared from ox 
blood by a method previously described. The object 
of the paper is to describe the properties of this pro- 
thrombin, and especially to show that in the presence of 
25%, sodium citrate it can be autocatalytically converted 
to thrombin, in the absence of calcium or thromboplastin. 
Electrophoretic examination showed that nearly 90% 
of the protein is in one component and the mobility is 
approximately equivalent to that of «,-globulin. The 
isoelectric point in 0-1 ionic strength salt solution is near 
PH 4:2. Analysis of dry preparations gave 0-96% 
sulphur, 13-57% nitrogen, 4-58% tyrosine, 3-33% trypto- 
phan, and no phosphorus. Activation to thrombin 
occurred in solutions of several salts besides sodium 


citrate, but not in sodium, potassium, magnesium, or 
ammonium chloride. This property may not appear 
unless the prothrombin is properly purified. 

For maximum conversion to thrombin, a little 
3-methyl-4 : 6 : 4’-triaminodiphenyl sulphone was added 
to the 25% sodium. citrate solution. Conversion begins 
in 5 hours and is complete in 24 hours, but electrophoretic 
changes can be found before appreciable thrombin 
activity can be detected. The final electrophoretic 
pattern is quite different from that of prothrombin; the 
major portion falls into two components with less 
mobility than prothrombin and a third with higher 
mobility. Preliminary studies have suggested that there 
are two proteins with thrombin activity. This technique 
can be used for the preparation of thrombin, which may 
then be dried from the frozen state and is stable. Pro- 
thrombin has to be dried from acetone. 

The authors conclude that since thrombin can be 
produced from prothrombin by a catalytic mechanism in 
sodium citrate solution, the physiological mixture of 
calcium salts, thromboplastin, and globulin (labile 
factor) must also act in this way and does not contribute 
material to the formation of thrombin. 

[This last suggestion is in direct contradiction to 
Quick’s contention that the reaction, under physiological 
conditions, by which prothrombin is converted to 
thrombin is a stoichiometric one.] M. C. G. Israéls 


NUTRITION AND DIGESTION 


1799. The Study of the Physiology of Gastric Secretion in 
Man. (06 u3y4eHHH CeKpe- 
UHH y 4eOBeKa) 

L. N. KuzmMeNKo. Menuunua [Klin. 
Med., Mosk.] 28, No. 3, 34-42, March, 1950. 9 figs. 


The work of Pavlov on the physiology of gastric 
secretion showed that the activity of the gastric glands is 
phasic and can be divided into three stages: (1) the 
nervous reflex stage worked out by Pavlov in experiments 
on sham-feeding; (2) the chemico-humoral, regarded 
by Edkins as due to the hormone gastrin elaborated by the 
pyloric mucosa; (3) the stage in which the stimulus is 
due to chemical substances in the food after digestion in 
the small intestine. 

The author demonstrates that all these stimuli in turn 
take their part in the production of gastric juice. He has 
investigated gastric secretion in patients subjected to 
oesophago-jejunostomy for stenosis of the oesophagus 
due to swallowing caustic fluids. This operation was 
performed in two stages. In the first, the proximal part 
of the jejunum was brought up under the skin to the 
anterior aspect of the neck, where a fistulous opening 
was made, and the duodenum united to the jejunum by 
an end-to-side anastomosis. At the second stage, the 


‘ upper end of the jejunum was anastomosed to the 


proximal part of the oesophagus. In all these cases a 
gastric fistula already existed, through which the patient 
had been fed, and from which after the first stage of the 
operation had been completed a pure specimen of gastric 
juice could be obtained at will. Thus the first stage of 


gastric secretion could be studied by sham-feeding the 
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patient in the usual way; the second, by introducing 
food into the gastric fistula direct; and the third, by 
feeding the patient, after the first stage of the operation, 
through his jejunal fistula. The first and third stages 
could be studied by feeding the patient by mouth after 
the completion of the “ plastic oesophagus’ before 
closure of his gastric fistula, the second stage being 
eliminated because food passed from mouth direct to 
small intestine. [The author does not mention whether 
the stomach was resected in this final stage of the 
operation. ] 

He found that the reflex secretion varied considerably 
with the palatability of the food, and could be excited by 
the sight of food being eaten by others. It could be 
suppressed by pain (for example, when a specimen of 
blood was withdrawn intravenously just after a meal) or 
by food very distasteful to the patient. It was complete 
in 60 to 75 minutes. The chemical phase begins about 
1 hour after a meal. Meat soup calls forth a greater 
secretion than does milk or fat, but bread is nearly as 
good a stimulator as meat. This phase is inhibited by 
vagotomy. The third or humoral phase arises still later 
(2 hours). It is independent of the integrity of the vagus 
and of psychic influences, and is more freely provoked 
by meat than by carbohydrate or fatty food. 

L. Firman-Edwards 


1800. Hyperglycemic Properties of Crude Pancreatic 
Proteins 

L. A. KazaL, E. K. Worre, D. S. Spicer, and R. H. 
BARNES. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 74, 
8-11, May, 1950. 3 figs., 9 refs. 


The hyperglycaemic activity of fractions derived from 
the 15% sodium-chloride supernatant, a by-product of the 
manufacture of insulin, was studied before and after the 
alkaline inactivation of the insulin present. Activity 
was determined after intravenous or subcutaneous injec- 
tion by determination of blood sugar levels. Levels up 
to 160% of the initial value were found after single 
intravenous injections of 20 mg. of alkali-treated material 
per kg. into rabbits; multiple subcutaneous injections 
gave values up to 300% of the initial level, but continuous 
injection led to hypoglycaemia and convulsions in some 
animals. The factor did not protect mice against 
insulin-induced convulsions, but did reverse the hypo- 
glycaemic effect of insulin in rabbits. 
F. W. Chattaway 


1801. Correlation of Vitamins. IX. The Action of 
Synthetic Pyridoxine in Experimental Scurvy. (Nuovi 
studi sulle correlazioni intervitaminiche. Nota IX: 
lazione della piridossina sintetica sul quadro dello 
scorbuto sperimentale) 

F. De Fetice. Fisiologia e Medicina [Fisiol. e Med.] 17, 
95-105, May-June, 1949. 3 figs. 


Addition of increasing doses of pyridoxine to the 
scorbutogenic diet of guinea-pigs will prolong the life of 
the animals by only 3 to 6 days. All experimental 
animals will ultimately perish of scurvy. The patho- 
logical changes caused by scurvy may, however, be 


modified by addition of pyridoxine. Whereas in 
controls and in guinea-pigs receiving minute doses of 
pyridoxine the intestinal, suprarenal, and bladder mani- 
festations are very severe, they are much milder in 
guinea-pigs which are given large doses of pyridoxine. 
At the same time, however, the articular and neuro- 
muscular changes become much more severe in the latter 
group and also severe cyanosic appears in the extremities 
during the last few days of life. Z. A. Leitner 


1802. Correlation of Vitamins. Choline and Experi- 
mental Scurvy. (Nuovi studi sulle correlazioni inter- 
vitaminiche. Nota X: colina e scorbuto sperimentale) 
F. De Fetice. Fisiologia e Medicina [Fisiol. e 17, 
107-117, May-June, 1949. 2 figs., 3 refs. 


Addition of integrated doses of choline up to 20 mg. 
daily to the scorbutogenic diet of young guinea-pigs did 
not change either the symptoms produced during life or 
the post-mortem findings. They were completely 
identical with those found in the control animals. 


Z. A. Leitner 
1803. Utilisation of High-fat Diet at Low Temperatures 
A. R. C. Butson. Lancet [Lancet] 1, 993-994, May 27, 
1950. 12 refs. 


Members of the Falkland Islands Dependencies 
Survey were the subjects of this study. Their daily ration 
of about 4,000 Calories contained about 300 g. fat, a 
proportion lower than that which might give rise to 
ketosis. The diet was completely consumed in cold 
weather (about —18° C.), but not completely, except by 
one subject, in warm weather (about 0° C.). Analysis 
of faecal fat showed that, in colder weather, the faeces 
contained an average of 66% fat, with 35% split and 65% 
unsplit. In warmer weather and, in most cases, incom- 
plete consumption of the diet, the faeces contained an 
average of 56% fat, with 28°% split and 72% unsplit. 
In both instances, therefore, there was a reversal of the 
usual ratio of split to unsplit fat; this was more pro- 
nounced in the warmer weather. The author thinks that 
both the high amount of fat and the high proportion of 
unsplit fat probably indicate an inability of the lipolytic 
enzymes to deal with the high amount of dietary fat. 
{There seems to be an error in the table concerning the 
ketogenic-antiketogenic ratio. More important, how- 
ever, is the fact that there were only 4 subjects in the 
cold-weather study, and 6 in the warm-weather study, with 
only one subject common to both; this was the only 
subject whose tolerance of the high-fat diet was good in 
the warm weather and the figures for analysis of his faecal 
fat were quite different from those of the others. With- 
out this subject, therefore, there were 3 subjects in the 
cold-weather group and a different 5 subjects in the 
warm-weather group: this, and the variation in the 


- analytical values for faecal fat, make the abstracter 


doubt the validity of comparisons between the two 
groups. ] J. Yudkin 


1804. Food and Mankind 
J. YUDKIN. British Medical Journal [Brit. med. J.) 1, 
1101-1105, May 13, 1950. 8 figs. 
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1805. Methods of Testing Substances with a Curarizing 
Effect. (Testierungsmethoden fiir Stoffe mit curare- 
artiger Wirkung) 

A. Harpt and R. Hotovy. Archiv fiir Experimentelle 
Pathologie und Pharmakologie {Arch. exp. Path. Pharmak.} 
209, 264-278, 1950. 5 figs., 20 refs. 


The masseter muscles of rats anaesthetized with 
1-5 ml. of 3% “ avertin”’ (bromethol) per 100 g. body 
weight were used as test objects, their performance being 
recorded on a smoked drum through a lever (1 : 10) 
loaded to 50 to 60 g. The substances under test were 
introduced through a cannula tied into a tail vein. The 
neostigmine-antagonizing action of the curare prepara- 
tions was tested after injecting the rats with 5 yg. of 
neostigmine per 100 g. body weight. With different 
curare preparations the two actions measured in these 
two types of experiment (the peripheral-paralysis action 
and the “lissive’’ action) did not run completely 
parallel. 

p-Tubocurarine preparations in rats not given neostig- 
mine showed a promoting action on muscle performance 
of short duration. Curare prevented this improvement. 
Curare, D-tubocurarine preparations, parpanit *’, di- 
parcol atropine, myanesin ’’, and harmine have 
a “ central-analgesic *’ action which must be taken into 
account in testing these substances. D-Tubocurarine and 
parpanit show this effect most strongly. ‘* Buscopin ” 
(butyl scopolamine), parpanit, atropine, curare, “ tra- 
sentin “", myanesin, and harmine show, in this order, a 
gradually decreasing antinicotine action. This was 
determined by estimating the increase of the convulsive 
dose of intravenously-injected nicotine tartrate. The 
State of excitation which follows intravenous injection of 
hexobarbitone soluble in the rat was prevented by 
myanesin and partly so by parpanit. The narcotic 
action was increased with both these preparations. 
The local tetanus which followed injection of tetanus 
toxin into white mice could be temporarily controlled by 
parpanit, curare, and atropine. On established tetanus 
these substances had no action. Vera N. Warren 


1806. Metabolic Effects of Anesthesia in Man. I. 
Acid-Base Balance during Ether Anesthesia 

H. K. BeecHer, L. FRANcIS, and C. B. ANFINSEN. 
Journal of Pharmacology and Experimental Therapeutics 
[J.Pharmacol.] 98, 38-44, Jan., 1950. 18 refs. 


The carbon-dioxide content and the pH of arterial 
blood were determined before and during ether 
anaesthesia in 20 patients undergoing a wide variety of 
Surgical procedures in the Massachusetts General 
Hospital. Blood was withdrawn from the radial artery 
In oiled syringes and centrifuged under oil. The pH was 
determined by the bicolor method of Hartings and 
Sendroy, and carbon dioxide by Justin’s modification of 
the method of Van Slyke and Neill. The patients were 


divided into two groups, the first having nitrous-oxide 
induction and maintenance of anaesthesia with ether in a 
closed-circuit system with endotracheal tube, and the 
second being given ether by open-drop method both for 
induction and maintenance, with no endotracheal tube. 
Their ages ranged from 16 to 77 years and the duration of 
anaesthesia from 65 to 255 minutes. 

In the first group, all the 7 patients fully studied showed 
a slight rise in the acidity of the blood at the end of 
anaesthesia. In the second group, 7 out of 9 showed a 
slight rise and 2 a fall. The largest individual rise in 
acid level was 4:1 mM. per litre in 3 hours and the 
average for the 16 cases was 2:1 mM. per litre. These 
changes, being within the range of normal daily variation, 
were not considered to be of clinical significance. The 
results were grouped in various ways and failed to show 
any differences related to sex, age, or to the depth or 
duration of anaesthesia. R. P. Stephenson 


1807. 
Action 
N. B. Eppy. Journal of the American Pharmaceutical 
Association, Scientific Edition [J. Amer. pharm. Ass., Sci. 
Ed.] 39, 245-251, May, 1950. 8 figs.,-44 refs. 

Work relating chemical structure to analgesic action 
is reviewed with particular regard to morphine, meperi- 
dine (pethidine), and methadone physeptone 

The effects on analgesic action produced by various 
modifications of the morphine molecule are listed, and 
it is apparent that the analgesic activity of the drug is 
increased by substitution of the alcoholic hydroxyl group. 
Opening the oxygen bridge or the nitrogen ring results in 
a marked loss of activity. The latter effect is also 
produced by the addition of a nuclear substituent at 
position 1 in the aromatic ring or by changing the 
tertiary nitrogen to quaternary. 

Meperidine is a substituted phenylpiperidine, and the 
latter can be regarded as one of the moieties of the 
morphine molecule. The only changes in its structure 
which produce increased analgesic activity are replace- 
ment of the ester group with a propionoxy or an ethyl 
ketone group. 

There appears to be no direct relation between the 
chemical structure of methadone and ‘that of morphine, 
but in common with morphine and meperidine it has a 
tertiary nitrogen and a quaternary carbon atom connected 
by a —CH,-CH,-linkage. This feature may not be 
essential for analgesic action, but since it is present in the 
most active compounds it would seem to be desirable 
and perhaps optimal. Modifications of the methadone 
molecule have led only to a decrease in activity. The 
changes in analgesic activity wrought by these modifica- 
tions of the various molecules do not necessarily affect 
their toxicity similarly or in the same direction. No 
potent synthetic analgesic agent has yet been made which 
is free from addiction liability. P. A. Nasmyth 


The Relation of Chemical Structure to Analgesic 
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1808. Studies on the Distribution and Metabolism of 
Methadone in Normal and Tolerant Rats by a New 
Colorimetric Method 

J. C. Rickarps, G. E. Boxer, and C. C. SmitH. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.] 98, Part 1, 380-391, April, 1950. 1 fig., 
12 refs. 


1809. Studies of Plasma Quinidine Levels in Relation to 
Therapeutic Effect and Toxic Manifestations 

E. H. Yount and M. RoseNBLUM. Southern Medical 
Journal [Sth. med. J.] 43, 324-328, April, 1950. 2 figs., 
5 refs. 


A study of the therapeutic effect and toxicity of 
quinidine in relation to its level in the plasma was made 
at the North Carolina Baptist Hospital, Winston-Salem, 
N.C., in 40 cases of auricular fibrillation. In 34 cases 
(group I) the condition was persistent over periods 
ranging from 1 month to 15 years; in the remainder 
(group II) it was transient. Most members of group I 
had in the past been given digitalis for episodes of 
congestive failure without a reversion to normal heart 
rhythm. The fibrillation was due to rheumatic heart 
disease in 13 cases, to arteriosclerotic heart disease in 
17—with hypertension in 8 of these, to thyrotoxicosis in 
3, and in one case to a neoplasm involving the heart. In 
each case an electrocardiogram was taken before and 
after treatment and the urea clearance test was also 
carried out. Quinidine sulphate was given orally, usually 
4-hourly, until either the desired therapeutic effect was 
obtained or toxic symptoms were encountered. In 
over 300 blood samples the concentration of quinidine 
in the plasma was estimated. In 6 patients the urinary 
excretion of the drug was measured. It was found that 
the level in blood—which was unrelated to dosage— 
was maximal | to 3 hours after ingestion and began to fail 
in4hours. As a routine, and as a basis for comparison, 
blood samples were taken | hour after administering 
the drug, although it was realized that the peak level had 
not necessarily been reached. 

Sinus rhythm was regained in 20 of the 34 in group I 
and in all of group II. Omitting the 3 incompletely 
and hence unsuccessfully treated cases of thyrotoxicosis 
and 4 others in which the drug was discontinued for 
reasons outside the authors’ control a beneficial response 
was obtained in 75%. The plasma quinidine concentra- 
tion varied from 3-9 to 18-8 mg. per litre with an oral 
dosage which varied from 0-2 to 1-0 g. 4-hourly. In 
only 3 of the successful cases was it less than 7 mg. per I. 
and more than half the patients needed a concentration 
of 9 mg. per |. before the heart reverted. to normal rhythm. 
In 2 cases the figure reached 21:2 and 23-2 mg. per I. 
respectively, yet the rhythm was unaltered and neither 
patient suffered toxic effects. No correlation existed 
between the age of the patient, the ease of reversion, and 
the duration of fibrillation. Success was achieved in 
3 out of the 5 patients aged 70 years or more and in 3 who 
had had the disorder for 10, 12, and 15 years respectively. 
Yet in 4 of the 5 patients aged less than 40 rhythm did not 
revert to normal, and in all except one of the failures the 
fibrillation had persisted for less than 3 years. The same 
dosage of quinidine produced wide variations in plasma 


concentration from one patient to another. The effect 
was not related to body size or to urea clearance. In one 
patient given 0-2 g. and in another given 0:3 g. 4-hourly 
a maximum plasma concentration—higher in the latter 
case—was reached after 3 to 5 days and remained 
constant for the 11 or 12 days the drug was administered. 
After stopping the drug the plasma level in 5 cases had 
fallen appreciably after 24 hours, and after 33 hours was 
practically nil. 

The authors encountered no case of idiosyncrasy to 
quinidine with collapse, of ventricular tachycardia or 
fibrillation, or of embolic phenomena after administering 
the drug. Toxic effects, usually mild and including 
anorexia, nausea, vomiting, diarrhoea, malaise, and 
tinnitus, affected one-third of the cases. In 2 cases of 
thyrotoxicosis the gastro-intestinal symptoms were 
such as to necessitate stopping the drug. The authors 
consider that too much emphasis has hitherto been laid 
upon the duration of the fibrillation, the age of the 
patient, a history or signs of cardiac failure, and the 
dangers of embolic phenomena, as contraindicating the 
use of quinidine. I. H. Milner 


1810. Clinical Trials of a New Derivative of Nicotinic 
Acid: Tetrahydrofurfurylic Ester. (Studio clinico su un 
nuovo derivato dell’acido nicotinico: l’estere tetraidro- 
furfurilico) 
G. DALENA. Gazzetta Medica Italiana (Gazz. med. ital.] 
109, 57-65, March, 1950. 13 figs., 43 refs. 


* Trafuril * is the name given to a new derivative of 
nicotinic acid—the tetrahydrofurfurylic ester—prepared 
in the form of a 5°% tincture or cream for local application. 
Patients in the present series were treated with either 
10 to 20 minims of the tincture or | to 2 ml. of the cream, 
rubbed into the skin for 5 to 8 minutes. No difference in 
action was observed. 

Of 28 patients between the ages of 38 and 84 who 
received the drug, one group of 6 suffered from a variety 
of diseases—arthropathies (2), intercostal myalgia, 
chronic myocarditis, and pleurisy (2); a second, con- 
taining 22 patients, of angiopathies, 75°, of these having 
an arteriosclerotic basis. The majority had pain, 
limitation of movement, and tenderness on pressure or 
passive movement, and the effect of inunction was judged 
by subjective improvement, by the appearance of redness 
and heat at the site of application, and by oscillometric 
readings. Redness appeared in about 10 minutes, 
reached its maximum in 30 to 60 minutes and persisted 
for periods up to 12 hours. The oscillometer gave three 
types of reading: a rise or fall in amplitude or no 
oscillation at all, in readings up to 50 minutes. Un- 
fortunately results of treatment were extremely bizarre. 
The skin of all patients except 2 reddened to a variable 
degree after the inunction: 7 of those in the arterio- 
sclerotic group were symptomatically improved, but this 
fact could not be correlated in any way with oscillometri¢ 
findings, and all three varieties of the latter were seen in 
patients who showed no alteration in symptoms. In 
all cases in the first group, except one patient with 
pleurisy, symptoms were improved. 

The action of the drug is a local one, there being no 
significant alteration in the radial pulse or in the blood 
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pressure. However, some patients experience profuse 
and prolonged sweating and a sense of well-being. 
Reasons are given for attributing the vasomotor changes 
to an antihistamine action; the analgesia is due to an 
antagonism of Lewis’s P-substance by nicotinic acid, 
which increases nutrition of the capillary endothelium. 
Augmentation of oscillometric readings is explained by an 
increase in blood flow, diminution by vasodilation. 
A. Paton 


1811. Action of Methadone on Blood Pressure Regulating 
Mechanisms. [In English] 

D. ATANACKOviC and D. K. DE JONGH. Archives 
Internationales de Pharmacodynamie et de Thérapie 
[Arch. int. Pharmacodyn.] 82, 494-499, 1950. 4 figs., 
7 refs. 


Methadone (“amidone”’, 
tone *’) is 
butanone. Its effect on the proprioceptive blood- 
pressure reflexes was determined by eliciting the carotid 
sinus reflexes in anaesthetized cats and dogs. The results 
were somewhat variable in dogs. When a small dose 
(1 mg. per kg.) was given intravenously, the response of 
the carotid sinus reflex was not diminished, though 
respiration was somewhat depressed. When a higher 
dose (2 mg. per kg.) was given intravenously so that 
respiration stopped and artificial respiration had to be 
given, the carotid sinus reflex could no longer be elicited. 
In another experiment in which the reflex was depressed 
after 1-5 mg. per kg., the reflex was restored after bilateral 
vagotomy and further doses of methadone had no effect. 
In the experiments recorded in cats, the injection of 
methadone had ‘no effect on the carotid sinus reflex. In 
the conscious dog after the subcutaneous injection of 
1 mg. per kg. marked stimulation of the parasympathetic 
system was observed, as shown by profuse salivation, 
defaecation, and augmentation of intestinal movements. 

R. Wien 


dolophine ‘* physep- 


1812. The Action of Benzodioxane in Man. An Experi- 

mental Investigation 

F. T. G. Prunty, H. J. C. Swan, and G. M. WILSON. 

eo [Lancet] 1, 759-761, April 22, 1950. 3 figs., 
refs. 


The recently established importance of noradrenaline 
and its extraction from adrenal tumours led the authors 
to test the effect of injecting ** 933F * (2-(1-piperidyl- 
methyl)-1 : 4 benzodioxane) on the hypertension pro- 
duced by infusing noradrenaline, to compare this effect 
with that on hypertension due to adrenaline infusion, 
and to relate the results to Goldenberg’s test for hyper- 
tension due to circulating adrenaline (in phaeochromo- 
cytoma) (Goldenberg et al., J. Amer. med. Ass., 1947, 
135, 971). The tests were made on 7 normal men 
between the ages of 22 and 45 after resting for an hour. 
Venous blood flow was determined by occlusion plethys- 
mography on the right calf and the right hand. A 
sphygmomanometer was placed on the left forearm. 
Saline was infused into a vein in the right forearm and 
adrenaline or noradrenaline (0-02 mg. or 0-03 mg. per 
minute) was infused when conditions were steady. 


A dose of 15 mg. of 933 F was then injected either into 
the infusion or directly into another vein. The injection 
occupied 2 minutes. Of the 7 subjects 5 reported 
distinctly unpleasant symptoms and one had a severe 
reaction to 933F; because of this the series was not 
extended. 

The adrenaline infusion increased the systolic pressure 
and pulse rate in all 4 subjects, and in 3 the diastolic 
pressure also fell. The injection of 933F produced a 
further rise in pulse rate and systolic pressure and a 
transient fall in diastolic pressure, followed in 3 cases by 
a rise. Noradrenaline infusion into 3 subjects increased 
systolic and diastolic pressure and slowed the heart. In 
only one case was the infusion continued after the 
injection of 933F ; a transient increase in heart rate and 
fall in diastolic pressure passed off in 3 minutes. The 
systolic pressure remained high. In 2 cases the nor- 
adrenaline infusion was discontinued owing to toxic 
effects after the administration of 933F (sensation of 
warmth, very distraught involuntary movements of arms 
and legs). The pulse rate rose, the systolic pressure 
remained high, and the diastolic pressure fell. There 
was thus no evidence of a prolonged fall of pressure after 
933F during adrenaline infusion as found by Goldenberg. 

A note is added by Wilson of a case where 933F not 
only failed to show a fall but produced a considerable rise 
in systolic pressure in a patient with an elevated blood 
pressure from whom a phaeochromocytoma weighing 
45 g. was subsequently removed. R. P. Stephenson 


1813. Local Emetic Activity of Glycosides of the Digitalis 
Series 

H. Gotp, M. CaTTELL, W. T. GREINER, and 
R. Guevara. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 98, Part 1, 337-345, 
April, 1950. 1 fig., 7 refs. 


In order to determine whether the emetic action of 
four glycosides of the digitalis series (scilliroside, lanato- 
side C, scillaren A, and ouabaine) was due to a local 
irritant action on the gastro-intestinal tract or to a 
systemic action, each compound was given orally in a 
series of doses to a group of cats. Vomiting time 
varied from 13 to 528 minutes. The absorption of the 
drugs at the time of vomiting was calculated by injecting 
some of the animals intravenously with ouabaine (the 
U.S.P. method of assay). The difference between the 
average lethal dose (taken as 0-1 mg. per kg.) and the 
amount of ouabaine which had to be given intravenously 
to kill the cat which had just vomited was taken as an 
index of the amount of the oral dose which had been 
absorbed at that time. The average amount of glycoside 
absorbed at the time of vomiting was calculated for each 
drug: this was then injected intravenously into a series 
of cats. Since only 0 to 12% vomited, whereas the oral 
dose which had produced the same systemic concentra- 
tion caused 44 to 71% to vomit, it was concluded that 
vomiting after an oral dose was due chiefly to a local 
action. 

Doses of the four glycosides with comparable local 
emetic actions in the cat were: scilliroside, 0-24 mg. per 
cat: lanatoside C, 0:32 mg.: scillaren A, 0-82 mg.; 
ouabaine, 2-5 mg. The authors decided that the oral dose 
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per animal gave a better index than the dose per kg. 
These relative potencies are not parallel to the cardiac 
potencies of these compounds. The clinical implications 
of these results are discussed. John R. Vane 


1814. Comparative Increase in Ventricular Contractile 
Force produced by Several Cardiac Glycosides 

R. P. Watton, J. S. Leary, and H. P. Jones. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.) 98, Part 1, 346-357, April, 1950. 13 figs., 
21 refs. 


Ventricular contractile force was measured in the 
anaesthetized ** open-chest ’’ dog by attaching a system of 
Cushny levers directly to the wall of the right ventricle, 
recording the isometric systolic tension (I.S.T.) of the 
right ventricle. After conditions had become stable and 
a steady reading had been obtained for 30 minutes, a 
dose of one of the glycosides was injected. Doses were 
measured in “ cat units” (the lethal dose per kg. body 
weight, in the cat lightly anaesthetized with ether when the 
drug is given intravenously). In some experiments a 
strain gauge was used to measure contractile force in 
conjunction with the Cushny levers; in others, a strain- 
gauge device was fixed to the heart, the chest was closed 
and the dogs were allowed to recover; thus the I.S.T. in 
the non-anaesthetized animal was measured. 

** Digoxin,”’ digitoxin, lanatoside C, ouabaine, scilla- 
ren-B, strophanthidin-3-acetate, thevetin, and finct. digi- 
talis U.S.P. were given at five dose levels ranging from 
0-25 to 1-3 cat units per kg. The percentage increase in 
contractile force varied with the control level; the lower 
the initial I.S.T., the greater the percentage change. As 
the mean control I.S.T. was 57 g., all figures obtained at 
other control tensions were “* corrected *’ to the expected 
response at 57 g. Generally, there was an increase in 
contractile force after the administration of the glyco- 
sides; this increase was larger for the bigger doses, but the 
effects of the different drugs on the I.S.T. did not differ 
significantly. The peak of the increase developed more 
rapidly with the larger doses than with the smaller ones: 
the peak effect of digitoxin developed after a mean, 
interval of 49 minutes, that of thevetin after 27 minutes; 
these figures differed significantly. Electrocardiographic 
changes never preceded contractile force changes but 
sometimes the two effects were approximately parallel. 

The authors conclude that these experiments support 
the view that the glycosides of digitalis have a direct 
stimulant action on the heart in man, and especially on the 
hypodynamic heart. John R. Vane 


1815. Reflex Actions of Some isoThiourea Derivatives on 
Circulation and Respiration 

G. S. Dawes and F. N. Fastier. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.} 
5, 323-334, June, 1950. 6 figs., 9 refs. 


1816. Studies on Veratrum Alkaloids. XII. A Quanti- 
tative Comparison of the Antiaccelerator Cardiac Action of 
Veratramine, Veratrosine, Jervine and Pseudojervine 

O. KRayer. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.) 98, Part 1, 427-436, April, 
1950. 6 figs., 8 refs. 


1817. Studies on the Effect of Hydergin (CCK) on the 
Hypertension caused by Noradrenaline. (Untersuchun- 
gen iiber die Wirkung von Hydergin (CCK) auf die 
durch Noradrenalin ausgeléste Hypertension) 

A. Kappert, G. C. SuTron, A. REALE, and K. H. 
SKOGLUND. Cardiologia (Cardiologia, Basel] 16, 
144, 1950. 1 fig., bibliography. 


1818. Effects of Noradrenaline on the Human Heart and 
Circulation. (Uber Kreislauf- und Herzwirkungen des 
Noradrenalins (Arterenol) beim Menschen) 

O. Bayer, K. BLUMBERGER, and S. EFFERT. Cardio- 
logia [Cardiologia, Basel.] 16, 145-168, 1950. 6 figs., 
33 refs. 


1819. The Effect of Diethylaminoethanol on the Action 
of Adrenaline, Arterenol, and Acetylcholine on the Isolated 
Frog Heart. (Uber den Einfluss des Diadthylamino- 
athanols auf die Wirkungen von Adrenalin, Arterenol 
and Acetylcholin am isolierten Froschherz) 

O. Riesser and J. HerGott. Archiv fiir Experimentelle 
Pathologie und Pharmakologie [Arch. exp. Path. Pharmak.] 
209, 95-103, 1950. 10 figs., 12 refs. 


Diethylaminoethanol is of clinical significance since it 
is produced, together with p-aminobenzoic acid, by the 
hydrolysis in blood of procaine administered intra- 
venously. It has also been used as a solvent for the 
intravenous administration of substances of low solubility. 
Experiments were therefore carried out to test the effect 
of diethylaminoethanol on the action of adrenaline, 
arterenol (noradrenaline), and acetylcholine. The test 
object was the isolated heart of Rana temporaria. 

Diethylaminoethanol itself inconcentrations of | « 10-7 
to 1x 10-5 has no effect on the isolated frog heart. 
Higher concentrations (1 10-*) produce increased 
tone. The augmentation of contraction caused by 
adrenaline or arterenol in concentrations of 1 x 10~* to 
1 x is inhibited by diethylaminoethanol (1 10~’ to 
1x 10-5). Higher concentrations of diethylaminoethanol 
(1 x 10-4), however, reinforce the actions of adrenaline 
and arterenol. The inhibitory action of acetylcholine 
(1 x 10-1! to 1 x 10-%) is augmented by low concentra- 
tions of diethylaminoethanol, but depressed by higher 
concentrations. These higher concentrations also in- 
crease the diastolic inhibition due to acetylcholine. It is 
concluded that the diphasic action of diethyiamino- 
ethanol revealed in these experiments indicates that 
therapeutic doses of this drug produce inhibition of the 
sympathetic and excitation of the parasympathetic 
systems. Vera N. Warren 


1820. Observations on Diethylaminoethanol 

C. P. Kraatz, C. M. Gruser, and A. G. List. Journal 
of Pharmacology and Experimental Therapeutics (J. 
Pharmacol.] 98, 111-119, Jan., 1950. 4 figs., 32 refs. 


The isolated intestine of the rabbit was perfused with 
diethylaminoethanol (DEAE) in concentrations of the 
order of 1 in 10,000. The stimulatory effect was not 
prevented by atropine, but adrenaline abolished all 
activity. Similar high concentrations of DEAE stimu- 
lated the activity of isolated rabbit and cat uteri, the tone 
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and the amplitude and frequency of contractions being 
increased. The uteri of decerebrate cats and of rabbits 
anaesthetized with urethane were slightly stimulated 
in situ by 80 mg. of DEAE per kg. body weight injected 
intravenously. A concentration of 1 in 1,000 DEAE 
slightly increased the amplitude of contraction of some 
Straub frog hearts and increased the tonus in most 
preparations. Turtle hearts in situ were little affected by 
being bathed in 1% DEAE in Ringer’s solution and the 
effect of stimulating the vagus was scarcely modified. 
The isolated perfused guinea-pig tracheo-bronchial tree 
was constricted when 40 or 80 mg. of DEAE per kg. was 
injected. In decerebrate cats DEAE sometimes produced 
an increase, sometimes a decrease, in rigidity. The 
contractions of the anterior tibial muscle stimulated 
through the nerve in dogs anaesthetized with urethane and 
in decerebrate cats were little affected by the intravenous 
injection of 250 mg. of DEAE per kg. or the intra- 
arterial injection of 80 mg. per kg. In the perfused frog 
the response of the gastrocnemius to direct stimulation 
was not affected by the administration of 80 mg. of DEAE 
into the perfusion system. In anaesthetized dogs small 
doses produced a brief fall in blood pressure, while larger 
doses produced a rise. Blood coagulation was not 
affected. Perfusion experiments showed DEAE to 
have little vascular effect in dogs or frogs. 

The possibility that “* pafpanit’’ and “ trasentin ” 
owe some of their pharmacological effects to the libera- 
tion of DEAE is considered and rejected. 

R. P. Stephenson 


1821. Distribution of Radiophosphorus in Rabbit Tissues 
after Injection of Phosphorus-labeled Diisopropyl Fluoro- 
phosphate 

B. J. JANDoRF and P. D. McNamara. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.) 98, 77-84, Jan., 1950. 3 figs., 15 refs. 


Doses of 200 to 2,000 yg. of radioactive diisopropyl 
fluorophosphonate (DFP*?) per kg. body weight were 
injected in saline into the ear vein of adult rabbits. After 
varying intervals the rabbits were killed by injecting air 
intravenously and organs were removed, washed, blotted, 
and weighed. Samples were homogenized with water 
and aliquots evaporated to dryness with 0:2 ml. of 0-1 N 
sodium hydroxide under an infrared lamp and their 
radioactivity counted in comparison with the solution of 
DFP*®* used for the injection. Radioactive phosphorus 
bound to protein was determined by precipitation with 
trichloroacetic acid. The precipitate was washed with 
trichloroacetic acid, alcohol, and ether and then taken 
up in 0-1 N NaOH, dissolved on a boiling-water bath, 
evaporated, and its radioactivity counted. 

When 2,000 yg. of DFP** per kg. was injected and the 
rabbit killed 15 minutes later the amounts of phosphorus 
(P**) in wg. per g. of dry tissue were: kidney 17-3, liver 
7:7, lung 4-7, brain 0-24, heart 1-30, skeletal muscle 1-01, 
plasma 11-8, and erythrocytes 0:29; 65% of the injected 
dose could be accounted for. Smaller doses had to be 
used for longer experiments as the large dose was toxic, 
and after several hours only 10% of the amount injected 
could be accounted for (urine and faeces were not 
collected). The distribution, however, remained the 


same. Radioactive phosphorus was not taken up in 
appreciable quantities by any tissue when radioactive 
sodium diisopropyl phosphate was injected. The pro- 
portion of P*? bound to protein in kidney, liver, and 
lung was determined at different times. Ten minutes 
after injection the proportion was about 60% (rather less 
for liver) and after 4 hours the proportion was almost 
100%. 

Cholinesterase activity (determined manometrically) 
of plasma and erythrocytes was studied for 4 weeks in 
rabbits after the administration of DFP®*. The DFP®? 
concentration in plasma fell from the high initial value to 
a low level within a few hours, but the cholinesterase 
activity remained inhibited for several days. The 
erythrocyte cholinesterase activity recovered in about 
the same time as that of plasma, but in this case the 
recovery was paralleled by the disappearance of P*? 
from the erythrocytes. R. P. Stephenson 


1822. The Effect of Oral Therapy with Cobaltous Chloride 
on the Blood of Patients Suffering with Chronic Suppurative 
Infection 

J. C. Ropinson, G. W. JAmMes, and R. M. KARK. New 
England Journal of Medicine [New Engl. J. Med.] 240, 
749-753, May 12, 1949. 1 fig., 20 refs. 


The authors, in the course of a study of prolonged 
suppurative infection in 91 young men, observed a 
reticulocytosis followed by an increase in haemoglobin 
and haematocrit values in 9 patients receiving 20 to 
60 mg. a day of cobaltous chloride by mouth for a period 
of 2 to 11 weeks. Increase in reticulocytes was observed 
within 6 days of starting treatment, but did not exceed 
5%. Considerable increases in blood volume also 
occurred. The total circulating haemoglobin rose, on 
the average, 29% above the level before treatment. 
Plasma iron and copper levels were unaffected. During 
treatment a slight loss of appetite was observed in 
2 patients and all developed a dusky discoloration of the 
skin, especially marked below the eyelids. [It is suggested 
that this may have been due to the use of the dye T-1824 
for measuring blood volume, but this appears unlikely.] 
Examination of the blood spectroscopically showed no 
methaemoglobin to be present. The authors conclude 
that the stimulation of haematopoiesis during cobalt 
administration is a non-specific effect, possibly due to 
generalized tissue, anoxia or impaired oxygen transfer 
from the blood to the bone marrow. 

Janet Vaughan 


1823. The Effect of Intravenous Administration of Adren- 
aline and pL-Nor-adrenaline on the Circulating Eosinophils 
and Lymphocytes. [In English] 

H. Lurt, B. SJGGREN, O. CASSMER, and E. ISSEN. Acta 
Endocrinologica {Acta endocrinol., Kbh.| 4, 153-162, 
1950. 1 fig., 16 refs. 


The effects of adrenaline and of pL-noradrenaline on 
the circulating eosinophils and lymphocytes were - 
compared in 10 healthy subjects. A dose of 1-5 mg. of 
the substance under test was given intravenously in 
200 ml. of saline infused over a period of one hour. 
Blood was taken by venepuncture and the eosinophils 
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were counted by the method of Rud. The eosinophil 
count 34 to 6 hours after the administration of adrenaline 
had fallen 76-8°%% on average and the lymphocyte count 
had fallen 19-9%. In all cases adrenaline produced 
typical symptoms. Noradrenaline on the other hand 
caused no symptoms and had no effect on eosinophil or 
lymphocyte counts. Noradrenaline therefore has no 
significance as a stimulator of the adrenocorticotrophic 
function of the hypophysis. C. L. Cope 


1824. A New Prothrombopenic Drug, Phenylindanedione 
L. B. Jaques, E. Gorpon, and E. Lepp. Canadian 
Medical Association Journal (Canad. med. Ass. J.] 62, 
465-470, April, 1950. 8 refs. 


Dogs and rabbits were given varying doses of phenyl- 
indanedione and the prothrombin time was then de- 
termined by means of a modification of Quick’s tech- 
nique, with dilution of the plasma and a greater dilution 
of calcium. After a single dose of 25 to 100 mg. per kg. 
body weight there was a preliminary rise in the pro- 
thrombin time lasting 2 or 3 hours, followed by a further 
rise to a maximum at 24 hours. Fourteen hours later 
recovery was complete. The dosage is about ten times 
that of dicoumarol. The drug was equally effective 
given intravenously or by mouth. Repeated small doses 
(8 mg. per kg. 8-hourly) resulted in the maintenance of a 
prothrombin time of over 1 minute. Administration 
of vitamin K did not appear to affect the prolonged 
prothrombin time, but meat feeds seemed to reduce it 
almost to normal. Dogs maintained for 50 days with 
incoagulable blood sometimes showed troublesome 


bleeding, but in others there was no bleeding at any time. 
No other pathological lesions were found except a mild 


fatty degeneration in the kidney. Marjorie Le Vay 
1825. A New Prothrombopenic Agent 

A. BLAUSTEIN. Canadian Medical Association Journal 
[ Canad. med. Ass. J.| 62, 470-472, April, 1950. 1 ref. 


Phenylindanedione was given to 20 patients, 16 of 
whom suffered from coronary heart disease or thrombo- 
phlebitis of the legs. Two doses of 75 mg. each were 
given on the first day, reducing the prothrombin con- 
centration of the blood to 25 to 30°% of the initial value in 
23 to 28 hours in most cases, although one patient needed 
500 mg. before this was attained. A maintenance dose 
of about 50 mg. a day, its size depending on the pro- 
thrombin level, kept the concentration at 25 to 30%. 
Three patients were overdosed to make the blood in- 
coagulable; spontaneous bleeding occurred only in one 
case and soon stopped when the drug was withdrawn. 
No toxic effects were seen. Marjorie Le Vay 


1826. Preliminary Report on the Clinical Use of a New 
Anticoagulant, Phenylindanedione 

A. U. Btaustein, J. J. Croce, M. ALBERIAN, and 
N. Ruicuey. Circulation [Circulation] 1, 1195-1204, 
May, 1950. 2 refs. 


A description is given of the use of phenylindanedione 
on 53 patients, 47 of whom had had thrombotic episodes. 
It causes hypoprothrombinaemia. Dosage was at first 
decided by trial and error, but in the last 16 cases an 
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initial dose of 200 mg. by mouth in an adult weighing 
about 150 Ib. (67-5 kg.) caused a reduction in prothrombin 
activity to about 30% within 24 to 36 hours. The daily 
maintenance dose (average 65 mg.) was decided indi- 
vidually for each patient after daily estimation of 
prothrombin time. Daily variations in prothrombin 
time were reduced by dividing the daily dose intwo. The 
prothrombin time returned to normal within 48 hours of 
stopping the drug. In 3 cases the prothrombin time was 
prolonged to infinity and haematuria occurred once in 
one of them. No toxic effects were noticed in any of the 
53 cases. Results of liver function tests and of urine 
analysis, erythrocyte sedimentation rate, and platelet 
and differential leucocyte counts were unchanged. In 
3 patients an apparent resistance to the drug was 
encountered. It is suggested that this substance, which 
acts more rapidly and more briefly than dicoumarol, 
should be further investigated. Its action is stated to be 
unaffeeted by vitamin K. Derek R. Wood 


1827. The Effect of Mineral Oil upon Fecal Consistency, 
Fecal Bulk, and Velocity of Gastro-intestinal Transport 
H. E. Paut and M. F. PAuL. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 17, 125-129, 
April, 1950. 3 figs., 9 refs. 

An account is given of experiments, chiefly on rats but 
some on guinea-pigs, designed to determine the effect of 
the addition of liquid petrolatum U.S.P. to the diet of 
the animals on the consistency, bulk, and rate of 
transport of the faeces. The rats were given a diet 
which would render them costive, to which the oil was 
then added to the extent of 3, 6, or 10%. A penetrometer 
was used to determine hardness of the resulting faeces, as 
compared with controls. With 3°% and 6% of oil, the 
faeces were about equally softened, the penetrometer 
readings falling from 130 to 50 g. per 10 sq. mm. With 
10°% oil, the readings were reduced even further to about 
23 g. per 10 sq. mm. Leakage of oil occurred with both 
6% and 10% of oil. The moisture content of the faeces 
showed little variation as between the controls and the 
experimental animals. Similar results were obtained with 
guinea-pigs. 

In the second series of experiments the fresh weight, the 
dry weight, and the volume of faeces were determined. 
An increase in dry weight of 40° to 90° was found to 
follow the administration of oil. It was not proportion- 
ate to the amount of oil, again owing to leakage at the 
6% and 10% levels. Similarly, the fresh weight and 
volume of the faeces were found to be increased by 
administration of mineral oil, disproportionately so in 
the case of the 10% addition. 

For the determination of rate of passage through the 
gut, very minute glass beads, 50 of which weighed 1 mg., 
were administered to rats on normal and on constipat- 
ing diets, with and without administration of mineral oil. 
No significant difference in the rate of passage through 
the gut as a result of the oil could be detected. On the 
other hand, the constipating diet increased the time of 
passage by nearly 100°%. The amounts of oil used in 
these experiments were calculated to be equivalent to a 
daily dosage of from 4 to 14 fl. oz. (14 to 42 ml.) in man. 

Reginald St. A. Heathcote 
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CHEMOTHERAPY 


1828. A Comparative Study of Human Cutaneous 
Reactivity to Thiomerin and Other Mercurial Diuretics 

A. Ruskin, H. RABrINOwiITz, and M. DaMIANI. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
36, 1-6, July, 1950. 8 refs, 


CHEMOTHERAPY 


1829. The Chemotherapy of Proteus vulgaris Infection. 
(Zur Chemotherapie der Proteus vulgaris-Infektionen) 

D. O. ScHmip. Zeitschrift fiir Hvgiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.] 130, 613-621, 1950. 
21 refs. 


The author considers the action of sulphonamides, 
penicillin, aureomycin, streptomycin, streptothricin, 
gramicidins, and “ bilamid”’ (pyridine 3-carboxylate 
oxymethylamide) on Proteus vulgaris, and concludes 
that the best of them, both in vitro and in therapeutic 
tests. is bilamid. He notes the interesting fact that 
although bilamid in low concentrations (<500 mg.°%) is 
a growth factor for P. vulgaris, at higher concentrations 
(>800 mg.%%) it is bactericidal, and he attempts in various 
ways to explain the failure of the other agents tested. 

C. L. Oakley 


1830. Studies on the Chemotherapy of Filariasis. 
V, Vi, and VII 

G. F. Orto and T. H. Maren. American Journal of 
Hygiene [Amer. J. Hvg.] 51, 353-395, May, 1950. 4 figs., 
bibliography. 


Parts 


The first of these three papers from the Department 
of Parasitology of the Johns Hopkins University, Balti- 
more, is concerned with the acute and chronic toxicity of 
arsenamide for the white mouse, cotton rat, rabbit, dog, 
and monkey. Less detailed studies were made of the 
phenyl arsenoxides and arsonic acids. The LD 50 of 
arsenamide (11-2 mg. As per kg. body weight) approxi- 
mates to that of oxophenarsine hydrochloride 
(“mapharsen’’). Rabbits, monkeys, and dogs will 
tolerate intravenous doses of arsenamide equivalent to 
1:0 mg. As per kg. daily for 3 to 4 weeks. Doses as 
low as 0-2 mg. As per kg. daily, for 15 days, are 
apparently effective against Dirofilaria immitis in the dog 
and Wuchereria bancrofti in man. There is no accumu- 
lation of arsenic in the tissues, although toxic doses lead 
to accumulation in liver and kidney. Arsenamide 
solutions, buffered or unbuffered, will keep for 2 years 
if stored in amber ampoules at room temperature or in a 
refrigerator. 

Studies (reported in the second paper) of the excretion 
and concentration of antimony in the blood and other 
tissues after injecting ter- and quinque-valent antimonials 
into experimental animals (white mice infested with 
Schistosoma mansoni and cotton rats with the filaria 
Litomosoides carinii, as well as white mice, rats, hamsters, 
and guinea-pigs from stock) showed in general that 
tervalent antimony has a marked affinity for erythrocytes, 
but leaves them within 24 to 48 hours to be stored in 
tissues such as thyroid and liver. Quinquevalent anti- 
mony has no such affinity for erythrocytes and is mostly 
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concentrated in thyroid and liver, but spleen, kidney, and 
lung may contain high concentrations. The urine: 
faeces excretion ratio is usually higher for quinquevalent 
than tervalent antimony. No definite conclusion is 
reached on the question of reduction of quinquevalent 
antimony to the tervalent form in the body. 

In the third paper the therapeutic agents available for 
canine and human filariasis are reviewed, and are classi- 
fied into (1) primary microfilaricides, operative against 
all species, and (2) ‘‘ adulticides."” Only quinquevalent 
arsenicals and phenyl arsenoxides are primary adulticides. 
The quinquevalent arsenoxides are only active against W. 
bancrofti at toxic levels, have no effect on D. immitis, 
and are of little value in canine or human filariasis. Of 
the pheny! arsenoxides, arsenamide kills adult L. carinii 
and D. immitis in low doses and it also appears to be 
lethal to Elaephora schneideri in sheep and W. ban- 
crofti in man and has some effect on Onchocerca volvulus 
in man. Of the microfilariae, only those of W. bancrofti 
are gradually killed at the same dosage; higher doses 
are partly effective against L. carinii, but those of 
D. immitis are uninjured. A dosage of 0:2 mg. As per 
kg. daily intravenously for 15 days is of distinct value for 
W. bancrofti infection in man, and arsenamide is the only 
available effective drug for canine filariasis (0-4 to 0-45 
mg. As per kg. daily intravenously for 15 days). The 
microfilariae may persist for 6 months to a year and 
one of the primary microfilaricides may have to be 
used. 

Those compounds which are primary microfilaricides 
are piperazines, cyanines, and tervalent antimonials. 
The cyanines are too toxic for clinical use and of the 
piperazines hetrazan offers the widest margin of safety. 
It is of little value against D. immitis in dogs or O. volvulus 
in man, but is useful for W. bancrofti and Loa loa 
infections, microfilaria destruction preceding action on 
the adult worms. The minimum dose to produce 
maximum effort on the adult worms has not been 
determined, but appears to be over 0-2 mg. per kg. daily 
for 21 days. 

In an appendix the variations in the LD 50 (as mg. 
As per kg. intraperitoneally in mice) of arsenamide in 28 
series of mice during 3 years’ work are discussed. 

Malcolm Woodbine 


1831. Hexachlorocyc/ohexane in Treatment of Thread- 


worms. (Uber die Eignung des Insektizids Hexachlor- 
cyklohexan als Oxyurenmittel) 

L. LenpLe and H. H. ScHNewer. Archiv fiir Experi- 
mentelle Pathologie und Pharmakologie [Arch. exp. Path. 
Pharmak.] 210, 119-136, 1950. 2 figs., 26 refs. 


The authors briefly discuss, with references, earlier 
work on the action of various German remedies for 
enterobiasis (pyrethrum products, phenothiazine, and 
hexachlorocyc/ohexane (benzene hexachloride, its gamma 
isomer being “‘ gammexane”’)) and the mode of action 
and efficacy of other anthelmintics and their toxicity 
to the host. Concluding that this earlier work shows 
that benzene hexachloride has striking anthelmintic 
properties (except that it has little or no action on 
Ascaris lumbricoides of the pig, perhaps because of the 
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greater resistance of the thick cuticle of Ascaris) the 
authors record their work on the action of benzene hexa- 
chloride on the muscles of the earthworm and the leech. 
It was toxic to earthworms, leeches, and enchytraeid 
worms, but at a strength of 1 in 1,000 it failed to exert 
any appreciable effect on Ascaris. It acted chiefly 
on the nerve ganglia of the annelids, but also on the 
muscles. 

[The results of work done on these species cannot, 
however, be taken as an indication of the effects of 
anthelmintics upon species so different from annelid 
worms as the parasitic nematodes. Baldwin and Moyle 
(Brit. J. Pharmacol., 1949, 4, 145) showed this experi- 
mentally and condemned the use of earthworms for the 
screening of anthelmintics. They discuss the relevant 
literature and refer to the work of Baldwin, Trim, and 
others, which is not mentioned in the present author’s 
paper.] 

The rest of the paper deals with the toxicity of benzene 
hexachloride giyen orally to rats and dogs. It is slowly 
absorbed. The toxic symptoms are described. The 
authors found that for rats the lethal single oral dose 
of the technical mixture of the isomers of benzene hexa- 
chloride was 1,500 mg. per kg. when it was given in 
castor oil, 1,000 mg. per kg. in cod-liver oil, 1,200 mg. 
per kg. in paraffin oil, and 1,000 mg. per kg. in a watery 
emulsion. Fats like cod-liver oil increase its toxicity 
somewhat, but castor oil does not. The lethal dose of 
the gamma isomer of benzene hexachloride for rats was 
100 to 200 mg. per kg., so that this was 5 to 10 times 
more toxic than the technical mixture. The first toxic 
symptoms appeared 48 hours after the dose and death 
followed in 3 to 4 days. The gamma isomer worked 
more quickly. 

By intraperitoneal injection the lethal dose of the 
technical mixture was 400 mg. per kg., death occur- 
ring after 40 hours, and that of the gamma fraction 
was 50 mg. per kg., death occurring after 3 hours. The 
toxic action seemed to be on the higher nerve centres, 
not on the spinal cord. The drug is absorbed slowly 
and maintains its action, so that repeated daily doses 
had cumulative effects when each dose contained more 
than 25% of the lethal dose. These results are compared 
with those of other workers and with the action of other 
anthelmintics. 

The excretion of the drug was studied by Bettner, who 
gave a dog (weighing 6 kg.) 50 mg. per kg. of the tech- 
nical mixture of benzene hexachloride in sausage as a 
single dose. This dog suffered no ill effects. A second 
dog weighing 6 kg. was given daily doses of 100 mg. per 
kg. of the technical mixture in sausage. It ate these 
doses reluctantly and the dose on the sixth day had to 
be given through an oesophageal tube. There were no 
toxic nervous symptoms, but there was slight loss 
of appetite and slight temporary loss of weight. The 
amount of benzene hexachloride excreted in the faeces 
of the dogs was estimated by a biological test described, 
in which flies are used as test objects. The benzene 
hexachloride not absorbed into the body was excreted 
in 24 hours in the faeces. No active derivatives of it 
were found in the urine of either of these dogs. 

G. Lapage 


1832. An Advance in the Therapeutics of Pentavalent 
Antimony: Solustibosan (Sodium Antimony Gluconate) 
H. Scumipt. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 53, 95-103, May, 1950. Biblio- 
graphy. 


ANTIBIOTICS 


1833. Rationalization of Penicillin Therapy and Study 
of its Metabolism. (Onsit MpHMeHe- 
HHA ero OOMeHa) 

M. N. Ecorov and E. N. Petrova. 
Menuunua [Klin. Med., Mosk.] 28, No. 1, 38-48, Jan., 
1950. 1 fig., 7 refs. 


The effectiveness of penicillin therapy is discussed with 
reference to 100 cases of pneumonia, endocarditis, 
cholecystitis, and other conditions. It is maintained that 
the effectiveness of systemic penicillin therapy is always 
parallel to the concentration reached in the blood. At 
first penicillin levels in blood were tested every 15 minutes 
for 3 hours after injection of an aqueous preparation. 
The levels were always highest after 15 to 30 minutes; 
in 60 to 90 minutes they were half as high, and after 
90 to 180 minutes they fell to zero. Subsequently 
penicillin levels were determined only at 15, 90, and 
180 minutes. When penicillin in oil or wax was given the 
time intervals between the tests had to be 3 to 4 times 
greater. 

It was found that in order to achieve satisfactory results 
three factors had to be taken into account: (1) Dosage; 
75,000 units was considered to be the optimal single dose 
for the average adult. (2) Patients over the age of 55 
needed larger doses than younger people. (3) The dose 
had to be assessed in terms of the patient’s weight in 
order to obtain satisfactory blood levels. Of each 
dose 50 to 90°% was excreted by the kidneys within the 
first 6 to 9 hours after the injection. As this was wasteful 
the authors tried to diminish diuresis by reducing the 
fluid intake to 1,200 ml. daily and giving hypertonic 
saline, “‘ diodrast’’, and calcium chloride. By using 
those methods it was possible to reduce the excretion in 
some patients by about 50°%. It was found that, as well as 
exogenous inactivation, there is an endogenous inactiva- 
tion of about 10°% of the penicillin in the tissues and of 
6 to 30% in the blood serum. N. Chatelain 


1834. The Effects of Penicillin on Tissue Cells. (Ueber 
den Einfluss des Penicillins auf die Zelle) 

A. Wiener Klinische Wochenschrift (Wien. klin. 
Wschr.] 62, 292-295, April 28, 1950. 4 figs., 12 refs. 


A technique has been developed (called “* cytoanalysis ” 
by the author) which is claimed to reveal cell changes 


not seen by other methods. The essential step is incuba-, 


tion of the fresh living cells to be studied at 37°C. in 
Tyrode’s solution, which is said to act as a “* developer ”’, 
revealing changes on subsequent fixing and staining which 
are not otherwise seen. Normal cells are not affected 
by this process, only damaged cells showing the changes 
described. This technique has been used to study the 
effect of penicillin on the cells of the mucosa of the 
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buccal cavity. (This site was chosen for convenience, 
but the method may be applied to cells in any accessible 
site). It was found that a solution of 500 units of peni- 
cillin in physiological saline gave good results, especially 
in the case of infants, who constituted most of the 
subjects of the experiments. After painting the buccal 
membrane in one spot with penicillin, a little was scraped 
off, together with some of the adjacent tissue, and the 
two specimens were examined by “ cytoanalysis”’. The 
penicillin-treated cells always showed nuclear fragmenta- 
tion, the cytoplasm tending to be glossy and swollen, 
and staining deeply and uniformly. Control cells 
showed a normal picture. A wide selection of substances 
other than penicillin had no effect on the cell, only 
streptomycin producing slight degenerative changes in 
the nucleus at rather high concentration. The mere 
addition of penicillin to the Tyrode solution did not 
cause the changes found experimentally. Results in 
cases of disease involving the buccal mucosa were 
inconclusive, as were attempts to demonstrate changes 
after intramuscular penicillin therapy. E. A. Brown 


1835. The Rate of Excretion of a Large Dose of Penicillin 
L. P. Garrop and R. A. SHooTER. British Medical 
Journal |Brit. med. J.) 1, 1169-1171, May 20, 1950. 
7 refs. 


Very little evidence is available on the rate of dis- 
appearance of penicillin from the blood after a single 
injection of an aqueous solution of 500,000 units per ml. 
The results are reported of giving such an injection to 
31 adults believed to have normal renal function; 
10 were patients in bed and 21 were ambulant volunteers. 
Two received amorphous yellow penicillin and all the 
others were given crystalline penicillin G. Penicillin was 
assayed in venous blood. The medium used was beef- 
heart-extract peptone broth containing 2% of inactivated 
group-O human blood pre-inoculated with approximately 
1 part in 25,000 of a 24-hour broth culture of a group A 
haemolytic streptococcus (strain Brompton”’). The 
results were judged, after overnight incubation, by the 
presence of haemolysis. The minimal amount of detect- 
able penicillin was 0-02 unit per ml. 

The rate of elimination varied, there being no detect- 
able penicillin after 6 hours in the blood of 8 subjects, 
and after 7 hours in 21, although in a few penicillin 
persisted until the 16th hour. The mean figure was 
7:79 hours. Reasons are given for suggesting that the 
interval between doses of this size should preferably not 
exceed 12 hours. A. W. H. Foxell 


1836. Procaine Penicillin: Choice of Preparation 

R. W. FAIRBROTHER and K. S. Daser. British Medical 
Journal (Brit. med. J.] 1, 1098-1101, May 13, 1950. 
4 figs.. 16 refs. 


Penicillin assays on blood were carried out after 
injection of two different types of preparation with a 
Particle size of 20u or less. The following results were 
obtained. 

Type A: procaine penicillin (300,000 units) in arachis 
oil with 2°% (w/v) aluminium monostearate, plus crystal- 
line potassium penicillin G (100,000 units) in 1 ml. The 


standard dose of | ml. was given to 31 adults, the majority 
of whom had just had an operation. A total of 116 
estimations were made at times varying from half an 
hour to 48 hours later. At 24 hours in 28 cases out of 
28 the level in the blood was 0-03 unit per ml. or greater: 
at 48 hours in 15 out of 21 cases assayable levels were 
present. The viscosity of this preparation gave some 
difficulty but this was usually overcome by gentle 
warming. Six patients with minor staphylococcal lesions 
were satisfactorily treated with 1 ml. daily for 4 to 
5 days. 

Type B: the following two preparations gave strictly 
comparable results: (1) powdered procaine penicillin 
to which an aqueous diluent was added immediately 
before use, and (2) a stable suspension containing 
procaine penicillin in a finely divided state dispersed by 
wetting and suspending agents. The standard dose was 
1 ml. With 300,000 units per ml. assayable levels were 
not obtained in 7 out of 44 individuals, although in the 
majority therapeutic levels were present. When the 
strength was increased to 400,000 units per ml., in 40 
outof 40 at 24 hours readings varied between 0-03 and 1-0 
unit per ml., with anaverage of 0-17 unit. Eleven patients, 
5 having minor staphylococcal infections, were given 
1 ml. daily for 3 to 4 days and a good therapeutic response 
was obtained. 

The authors briefly discuss the various schedules of 
penicillin dosage, and the preparations available. They 
recommend an aqueous suspension (400,000 units per 
ml.) for daily administration, or the preparation of pro- 
caine penicillin reinforced with monostearate when it is 
desirable to give the injection at intervals longer than 
24 hours. A. W. H. Foxell 


1837. Comparison of the Actions of Chloramphenicol 
(Chloromycetin) and Penicillin G against Relapsing Fever 
in Mice 

P. E. THompson, M. C. Dunn, and C. V. WINDER. 
Journal of Infectious Diseases {J. infect. Dis.| 86, 110-121, 
March-April, 1950. 4 figs., 36 refs. 


Chloramphenicol was effective against infections of 
Borrelia novyi in mice. Treatment of standardized acute 
infections by the diet method or by intraperitoneal 
injection resulted in suppression of the blood infection 
and reduction in mortality among infected animals. 

With suppression of the blood infection as a criterion 
of activity, chloramphenicol and penicillin G exhibited 
similar dose-response relationships, but larger doses of 
chloramphenicol were required to produce a given effect. 
The potency ratio of chloramphenicol to penicillin G 
with treatment by the diet method was 0:2 and by 
intraperitoneal injection was (twice per day) 0-37. 

Differences in quality of action arose from comparison 
of the drugs in protecting mice against the lethal effects 
of the infections. The variability among animals in 
dosage (log. dose) required for protection was significantly 
and considerably less with chloramphenicol. Thus, 
while greater, but less variable, amounts of chlor- 
amphenicol were required to protect animals against 
approximately 50° lethal infections or to protect a small 
percentage of animals against more uniformly lethal 
infections, less chloramphenicol than of penicillin G 
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was required to protect 50% or more of the animals 
against more uniformly lethal infections. 

Data on plasma levels of chloramphenicol and of 
total nitro compounds in normal mice reveal rapid 
absorption and rapid degradation or excretion following 
parenteral or oral administration of the drug.—[Authors’ 
summary.] 


1838. Hemopoietic Changes during Administration of 
Chloramphenicol (Chloromycetin) 

I. F. Vouint, I. GREENSPAN, L. EHRLICH, J. A. GONNER, 
’ ©. FELSENFELD, and S. O. ScHwartz. Journal of the 
American Medical Association [J. Amer. med. Ass.] 142, 
1333-1335, April 29, 1950. 6 figs., 12 refs. 


The authors, working at the Cook County Hospital, 
Chicago, examined the profound changes in blood and 
marrow occurring during chloramphenicol treatment of 
2 cases of typhoid fever (1 with amoebiasis) and 1 case of 
brucellosis. A precipitate fall in the total leucocyte 
count, occurring on the seventh day in | case, lasted for as 
long as the antibiotic was administered. The leucopenia 
was due to a decrease in number of granulocytes in the 
marrow owing to maturation arrest. There was no 
significant alteration in monocyte or lymphocyte count> 

The amount of antibiotic administered was 3 g. per 
day by mouth (53 g. in 18 days, 54 g. in 19 days, and 26 g. 
in 9 days). The changes in bone marrow and blood were 
reversible and an immediate rise in the leucocyte count 
followed discontinuation of choramphenicol. No 


abnormalities were seen in the peripheral blood 14 to 
22 days after therapy ceased. The authors suggest 
further study of toxicity of the antibiotic before accepting 


it as a safe therapeutic agent. Malcolm Woodbine 
1839. Chloramphenicol (Chloromycetin) and Tropical 
Medicine 

J. E. SMApDEL. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.) 43, 555-582, May, 1950. 11 figs., 20 refs. 


1840. Streptomycin Resistance of Mycobacterium tuber- 
culosis and its Determination by Means of Oleic Acid— 
Albumin Agar 

C. O. SIEBENMANN. Canadian Journal of Public Health 
[Canad. J. publ. Hith| 41, 196-200, May, 1950. 1 fig., 
15 refs. 


For the detection of streptomycin resistance in 
Mycobacterium tuberculosis a solid translucent medium is 
most useful, since it permits easy and early detection of 
colonies derived from drug-resistant cells. Such a 
medium contains oleic acid and albumin agar. 

G. M. Findlay 


1841. The Toxic Effect of Dihydrostreptomycin on 
Cochlear and Vestibular Function. (Sur l’action toxique 
cochléovestibulaire de la dihydrostreptomycine) 

E. BERNARD, P. Y. PALEY, and G. ARNAUD. Bulletins 
et Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris] 66, 583-587, 1950. 5 refs. 


A series of 17 cases of tuberculous meningitis or 
extensive pulmonary tuberculosis were treated with 
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3 g. of dihydrostreptomycin daily for 3 months without 
appearance of any toxic signs, but in the fourth month 
deafness and tinnitus appeared insidiously without 
significant labyrinthine disturbance. Deafness was 
complete in 5 cases in patients who received totals of 
355 to 555 g. in from 86 to 120 days. Moderate deafness 
was found in 3, and slight deafness in 6 other cases. The 
authors observed a relation between the body weight and 
the daily dosage in the affected cases, and suggest that 
the maximum daily adult dose should never exceed 0-04 g. 
per kg. body weight. They also noted that there was a 
dissociation of cochlear and vestibular dysfunction, 
cochlear function being insidiously affected, in contrast 


‘to the findings with streptomycin, which manifests its 


toxic effects on the labyrinth by causing nausea, vomiting, 
and vertigo. I. Anseil 


1842. Experimental and Clinical Use of Aureomycin in 
Herpes Simplex 

A. E. BRALey and R. C. ALEXANDER. Transactions of 
the American Ophthalmological Society [Trans. Amer. 
ophthal. Soc.) 47, 335-348, 1949. 


The authors state that aureomycin borate has been 
tried clinically on a few cases of dendritic ulcer of the 
cornea, with promising results. In order to determine 
the effect of the drug on experimental virus inoculations 
in rabbits and mice, the authors used three methods, 
Aureomycin was given to mice and rabbits before they 
were inoculated with herpes virus. This gave protection 
against the virus in the rabbits and moderate protection 
in the mice. The herpes virus was then mixed with 0-1% 
solution of aureomycin and, after | hour’s incubation 
at 37 C. and 1 hour in the ice chest, was inoculated 
intracerebrally and into the rabbit’s cornea. Similar 
solutions of bacitracin and penicillin were used in conjunc- 
tion with the virus before inoculation into the rabbit's 
cornea. The aureomycin gave complete protection; 
bacitracin and penicillin did not, as most of the rabbits 
died from encephalitis. The third method was the 
treatment of rabbits and mice which had been inoculated 
with herpes virus. If the treatment was started within 
12 hours of inoculation, both mice and rabbits derived 
some beneficial effect from aureomycin. 

These studies indicate that aureomycin is moderately 
effective against the herpes virus. [From the discussion 
the general impression is obtained that the results of 
treatment of corneal herpes in man with aureomycin 
are not impressive.] G. M. Findlay 


1843. Clinical Observations on the Use of Terramycin 
Hydrochloride 

E. Q. Kinc, C. N. Lewis, H. Wetcu, E. A. CLark, 
J. B. JoHNson, J. B. Lyons, R. B. Scott, and P. B. 
Cornecy. Journal of the American Medical Association 
[J. Amer. med. Ass.] 143, 1-4, May 6, 1950. 2 refs. 


Terramycin is an antibiotic isolated from Strepto- 
myces rimosus. It is a crystalline substance which forms 
salts with both acids and bases. This preliminary 
communication reports the results of the oral administra- 
tion of terramycin hydrochloride to 30 patients with 
various infections. In the majority of cases the following 


|_| 
d 
a 
9 
A 
b 
tl 
re) 
a 
to 
pr 
al 
al 
de 
de 
er 
It 
a 
18 
L 
K 
2, 
sti 
5] 
G 
au 
so 
so 
C, 
en 
18 
an 
V. 
ga 
an 
ba 
na 
the 
bu 
chl 
cas 
per 
of 
au 
f the 
fro 
32 
26 
sen 
Tes) 


TOXICOLOGY 


dosage schedule was employed: in patients 14 years of 
age and older, 500 to 750 mg. every 6 hours; in children 
9 years of age and younger, 500 mg. every 4 hours. 
Assayable amounts of terramycin were found in the 
blood and urine for a period of 1 to 5 hours following 
the administration of 750 mg. by mouth. 

Fifteen of the patients had pneumococcal pneumonia 
or lung abscess and the remainder had _ broncho- 
pneumonia, urinary infections due to Aerobacter aero- 
genes, Bacterium coli, streptococci, Pseudomonas 
aeruginosa, or Staphylococcus aureus, or bacteriaemia due 
to Salmonella cholerae-suis. There were also 2 cases of 
pertussis. One patient with lobar pneumonia died within 
24 hours of admission and in one case treatment was 

abandoned owing to vomiting: of the remainder. the 
result in 24 cases is classified as good or ** excellent 
and in 4 as “fair’’. Six of the 12 children treated 
developed toxic reactions which included nausea, ab- 
dominal pain, vomiting, diarrhoea, and _ transient 
erythema, but in only 2 cases had the drug to be stopped. 
It is concluded that terramycin is a useful antibiotic with 
a wide bacterial spectrum. A. W. H. Foxell 


1844. Chemical Studies on Antibiotic Substances. 
I. Purification of Aureothricin and its Molecular Formula. 
{In English] 

K. Maepa. Japanese Medical Journal (Jap. med. J.) 
2, 85-88, April, 1949. 5 refs. 


Aureothricin is an antibiotic isolated from a soil 
streptomyces by Umezawa ef al. (Jap. med. J., 1948, 1, 
512): it has an antibacterial action against a number of 
Gram-positive and Gram-negative organisms. Unlike 


aureomycin and xanthomycin A and B, it is scarcely 
soluble in water and in organic solvents: it is, however, 


soluble in strong acids. Its molecular formula is 
C,;H,,N3S,0, and it is thus quite distinct also from 
eniatin. G. M. Findlay 


1845. Some Biologic Complications of the Prophylactic 
and Therapeutic Use of Antibiotics 

V. B. ASTLER and H. R. MorGAN. University of Michi- 
gan Medical Bulletin (Univ. Mich. med. Bull.| 16, 127-132, 
May, 1950. 3 figs., 4 refs. 


The authors describe 3 cases in which more than one 
antibiotic was employed. The first case was of subacute 
bacterial endocarditis due to Streptococcus faecalis, 
naturally resistant to penicillin. Streptomycin brought 
the patient’s temperature down to normal for 4 to 5 days, 
but the condition relapsed. A mixture of aureomycin and 
chloramphenicol controlled the infection. The second 
case was one of staphylococcal pneumonia, resistant to 
Penicillin but cured by aureomycin. The third was 
of subacute bacterial endocarditis due to Staphylococcus 
aureus already resistant to penicillin. Streptomycin 
therapy for 24 days induced an increase in resistance 
from 1 to 18 units per ml. Aureomycin was given for 
32 days with an increase in sensitivity from 0-2 pg. to 
26 wg. per ml. Terramycin was given for 8 days: 
Sensitivity increased from 0-25 to 25 wg. per ml. [These 
results suggest that staphylococci may develop resistance 
to aureomycin and terramycin.] G. M. Findlay 
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1846. An Attempt to Reduce the Resistance of Certain 
Staphylococci in vitro to Antibiotics. (Essai d’abaisse- 
ment in vitro de la résistance de certains staphylocoques 
aux antibiotiques) 

R. FAsQuELLE and P. BarBiER. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 78, 674-677, May, 1950. 


It is suggested that the lytic products of the staphylo- 
cocci themselves induce a resistant mutation which is 
then selected by the antibiotic. No attempt was made 
experimentally to prove this hypothesis, but the reverse 
experiment was performed, two strains of staphylococci 
being grown in Gladstone’s synthetic medium. In one 
case the resistance to penicillin was reduced four times, 
in the other ten times. Cultivation of staphylococci 
in physiological saline (2 drops of broth in 10 ml. of 
8°,, sodium chloride) for 24 hours is said to have greatly 
reduced the degree of penicillin resistance. 

G. M. Findlay 


1847. Bacillus subtilis as an Antibiotic in the Treatment 
of Cancer 

J. E. GreGcory. Southern Medical Journal [Sth. med. J.} 
43, 397-403, May, 1950. 25 figs., 2 refs. 
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1848. Chemical Food Poisoniag. An Unusual Series of 
Epidemics presumably due to Sabotage 

R. E. Trussect, C. B. Stewart, and R. F. Korns. 
American Journal of Hygiene [Amer. J. Hyg.| 51, 142-154, 
March, 1950. 1 fig. 


The occurrence is reported of three outbreaks of food 
poisoning affecting the inmates of the New York State 
Prison, in each case on a Sunday evening, the first two | 
outbreaks occurring at successive week-ends and the 
third approximately 10 months later. In the majority 
of cases in all three outbreaks the onset of symptoms 
was between 9.0 p.m. on the Sunday and 7.0 a.m. on the 
Monday morning. With the adjacent State Hospital 
and a village, the prison forms part of a community with 
a population of about 5,000, but the cases of illness were 
limited to prisoners within the main prison buildings and 
the warders were not affected. The estimated number of 
persons attacked in the three outbreaks was, respectively, 
560, 595, and 430. Clinically the symptoms were alike 
in all the outbreaks. The onset was usually sudden with 
diarrhoea, severe abdominal cramps, and nausea, with 
vomiting in only a small proportion. No rise of tempera- 
ture occurred, the leucocyte count was within normal 
limits, and blood and mucus were present in a few stools 
only. Many of the patients were prostrated, but the 
duration of the acute stage was only a matter of a few 
hours and, altogether, fewer than 5 men were hospitalized. 
Stool cultures in all three outbreaks failed to reveal any 
of the ordinary enteric pathogens. 

Investigation of the water and milk supplies showed 
no relationship to the outbreaks. In the first two out- 
breaks no foods could be incriminated and no source of 
infection was ascertained. In the third outbreak the 
inquiries as to food eaten disclosed a much higher 
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incidence among those men who had eaten beef, potatoes, 
and gravy at the noon meal and soup at the evening meal. 
The meat juices from meat roasted on the Saturday were 
normally collected into one large kettle in the kitchen and 
left there overnight. This stock was used the next day as 
gravy poured over the warmed-up meat and over 
potatoes, and in preparing the soup served at the evening 
meal. Chemical examination showed extreme alkalinity 
—pH value above 13-0—but no definite chemical 
poisons were isolated. The authors suggest that lye, 
which was easily obtainable as it was used in the prison 
for various purposes, might have been wilfully added 
to the meat stock and, as the symptoms were similar, 
this might also have been the cause of the earlier out- 
breaks. 

[The symptoms and incubation periods do not fit in 
with this suggestion and, apart from the high pH of the 
stock, there was no evidence of a chemical cause. The 
authors are impressed by the fact that all three outbreaks 
were on a Sunday evening, but fail to connect this with 
the fact that the meat stock allowed to stand all night in 
the kitchen was used only for week-end meals. This 
week-end procedure provides exactly those conditions 
for bacterial multiplication which have been responsible 
for so many outbreaks of food poisoning and gives a 
highly probable cause for all three outbreaks. It is 
mentioned that bacteriological studies of soup and gravy 
failed to reveal unusual numbers of bacteria, but from the 
context it seems probable that the materials examined 
were not part of the batch actually consumed.] 

W. Savage 


1849. Chloral Delirium 
E. L. Marcetts. Psychiatric Quarterly (Psychiat. 
Quart.) 24, 278-299, 1950. 40 refs. 


A case is reported of chloral-hydrate delirium super- 
imposed on chronic chloralism in a patient admitted to 
Shaughnessey Hospital, Vancouver, B.C. After an 
attack of coronary infarction the patient took the drug 
daily for 15 months. The dose over the 3-month period 
before admission was established as 40 grains (2:5 g.) a 
day and for the last 5 days 120 grains (8 g.) a day. 
Physical examination revealed gross tremor of the lips 
and outstretched fingers and also twitchings of the face 
and scalp. The skin was dry and warm, with scaling of 
the scalp and a branny desquamation of eyelid margins. 
The patient’s conjunctivae were oedematous and he 
complained of soreness of the eyes. The findings on 
psychiatric interrogation revealed the presence of a toxic 
delirium with disorientation as to time, impairment of 
memory, orientation, recall, and concentration and 
faulty perception and judgment. The patient’s ideation 
was bizarre, disconnected, and contradictory and 
conditioned almost entirely by environmental stimulation. 

The hallucinations, delusions, and illusions gradually 
disappeared during 3 weeks’ treatment by sedation 
with paraldehyde, triple bromides, and barbiturates, 
aided by continuous hot baths. Glucose, aneurin, and 
insulin were given intravenously, and by mouth nicotinic 
acid and vitamin-B complex were administered. Other 
treatment consisted of saline enemata, mild catharsis, 
and local applications to the eyes. From the beginning 


intensive explanatory, suggestive, and persuasive psycho- 
therapy was employed. 

In addition to the case history the pharmacological 
and toxicological actions of chloral hydrate are discussed, 
particular attention being paid to its suggested action on 
the heart. W. V. Wadsworth 


1850. Acute Haemolytic Anaemia in Young Infants 
caused by the Administration of Phenylsemicarbazide in 
High Dosage. (Anémies hémolytiques aigués déter- 
minées chez le petit enfant par l’administration de 
phényl-semi-carbazide a doses élevées) 

R. Despre, M. Lamy, M. AUSSANAIRE, P. MOZZICONACCI, 
and S. BuHot. Semaine des Hépitaux de Paris {Sem. 
Hop. Paris] 26, 1905-1910, May 30, 1950. 8 refs. 


Acute haemolytic anaemia in infants, which presents 
a clear-cut picture, has been ascribed to a variety of 
causes. The authors describe 9 cases in which phenyl- 
semicarbazide, better known as “ cryogénine ’’, proved 
to be the responsible toxic agent. The use of cryogénine, 
long known as an antipyretic, is once again becoming 
widespread in France, where it is frequently administered 
in suppository form. The authors warn against its use 
in young infants (most of the patients were under the 
age of two). They do not think that the original infec- 
tions (ranging from nasopharyngitis to paratyphoid 
fever) had anything to do with the haemolytic anaemia. 
Cryogénine may itself cause pyrexia in toxic doses and 
the amount required to do this (and cause haemolysis and, 
perhaps, liver damage) varies from infant to infant. 
These cases require immediate blood transfusion. 

D. Preiskel 


1851. Histochemical Investigations of the Action of BAL 
on the Excretion of Arsphenamine. (Histochemische 
Untersuchungen iiber die Wirkung von BAL auf die 
Ausscheidung von Arsenobenzol) 

S. Pastinszky and N. Simon. Dermatologica [Derma- 
tologica, Basel] 100, 87-98, 1950. 9 figs., 42 refs. 


The localization of arsphenamine after injection into 
albino mice and rats was determined in various tissues 
by the Jancso histochemical technique. The effect 
of BAL on the storage and excretion of this drug was 
investigated and it was shown that arsphenamine is stored 
chiefly in the reticulo-endothelial system and that it is 
mobilized by BAL and excreted mainly in the urine. 
The small amount of the arsenical found in the intestinal 
tract enters by way of the bile and not through the 
gastric or intestinal mucous membrane. No arsenic was 
demonstrated in the salivary or mammary glands. 

H. R. Vickers 


1852. Toxic Reactions of 4-Amino-pteroylglutamic Acid 
(Aminopterin) in Patients with Far-advanced Neoplastic 
Disease 

S. G. TayLor, G. M. Hass, J. I. Crumrine, and D. P. 
SLAUGHTER. Cancer [Cancer] 3, 493-503, May, 1950. 
16 figs., 5 refs. 


The authors report the toxic reactions occurring in the 
treatment of 18 patients, all with extensive metastatic 
cancer, with “‘ aminopterin”’. The average daily dose 
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given was 0:5 mg. (range 0-1 to4-0 mg.). Toxic reactions 
occurred with great frequency and it was found that a 
dose sufficient to produce apparent reduction in size of 
the tumour was dangerously near the lethal level for the 
patient. 

Glossitis, cracking of the lips, stomatitis, vaginitis, 
proctitis, vesicular dermatitis, alopecia, pancytopenia, 
aplasia of the bone marrow, and ulcerative colitis with 
bloody diarrhoea were commonly observed. In 2 cases 
death was directly attributed to the effect of aminopterin. 

Post-mortem examinations were carried out on 15 of 
the 16 patients who died. The drug was found to be 
extremely disappointing as regards arrest of growth of 
tumour tissue, but the toxic effects on normal tissue were 
of interest. These were principally a depression of 
bone-marrow activity, haemorrhagic lesions of the 
mucous membranes (possibly attributable to hypoplasia 
of the bone marrow), haemorrhagic vesicular dermatitis of 
unusual type, and an intense atypical haemorrhagic 
ulcerative colitis. R. Winston Evans 


1853. Secotomas in Conjunction with Streptomycin 
Therapy. Report of Eleven Cases 

E. B. Tuomas. Archives of Ophthalmology [Arch. 
Ophthal., Chicago] 43, 729-741, April, 1950. 12 figs., 
refs. 


The author describes the finding, in 11 out of 12 
patients examined, of scotomata in the central fields 
during streptomycin therapy. In all cases visual acuity 
was correctable to 20/20, although 6 patients had 
noticed transient blurring of vision. 

Nerve fibre bundle defects were the type most fre- 
quently encountered and, in several instances, a depres- 
sion of the upper temporal quadrant of the field for small 
white objects was detected some months before the 
scotoma could be plotted. No constant association was 
noted and the permanency of the defects has not been 
assessed. H. E. Hobbs 


1854. Acute Anthisan Poisoning. Report of a Fatal 
Case 

A. A. MILLER and E. Peptey. British Medical Journal 
(Brit. med. J.) 1, 1115-1116, May 13, 1950. 6 refs. 


1855. Chronic Intoxication with Lead Tetraethyl. 
(XpoHuyeckaa KHHTOKCHKALIMA 

E. N. PoMeRANTSEVA. Meguunua [Kiin. 
Med., Mosk. 28, No. 3, 67-70, March, 1950. 1 fig., 
5 refs. 


The majority of foreign and many Soviet authors hold 
that chronic intoxication with lead tetraethyl does not 
exist, on the grounds that persons exposed for long 
periods to the substance do not show the cardinal 
symptoms of saturnism. The author does not agree 
with this view and, in the course of periodical examina- 
tion of workers with lead tetraethyl, has encountered 
several cases of chronic intoxication. She classifies 
symptoms into two syndromes: (1) Disturbances of the 


vegetative nervous system, manifested by hypotonia, 
bradycardia, hypothermia, salivation, sweating, and 
tremor in the extended fingers, the tongue, and the 
eyelids. (2) Asthenic state, shown by general weakness, 
proneness to rapid exhaustion, headaches, and disturb- 
ing dreams. Later, disturbance of the intellectual 
faculties and loss of weight are observed. 

While many cases show both syndromes, one or other 
preponderates in each case. It is sometimes difficult to 
decide whether the condition is one of chronic intoxica- 
tion or the initial stage of acute poisoning. The develop- 
ment of psychopathic symptoms points to the latter, as 
does the patent’s restlessness and anxiety about his 
condition; the patient with chronic intoxication, while 
complaining of his symptoms, does not as a rule show 
grave concern. 

The majority of cases of chronic intoxication are not 
associated with punctate basophilia, haematopor- 
phyrinuria, or any great increase in the excretion of lead. 
The symptoms may show temporary remission, but this 
cannot be regarded as a sign of cure, and they often 
return and progress. On the whole, disturbances of the 
vegetative nervous system are associated with a better 
prognosis than is the asthenic syndrome. 

L. Firman-Edwards 


1856. Evidence of Systemic Effect of Tetryl 

H. L. Harpy and C. C. MALoor. Archives of Industrial 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.} 1, 545-555, May, 1950. 15 refs. 


During 1941-5 the explosive tetryl was handled in 
powder and pellet form in a small factory that had no 
controlled ventilation. Only 7 to 11 men were engaged 
on the work at a time, but the turnover of labour was 
large, mainly because of dermatitis. Three of these men 
were seen in hospital in 1948 or 1949 and 2 of them died 
there. Only one necropsy was obtained; the findings 
confirmed the clinical diagnosis of cirrhosis of the liver. 
The clinical diagnosis in the case of the other patient who 
died was advanced hepatitis or cirrhosis, causing hepato- 
renal failure, together with mitral stenosis due to 
rheumatic heart disease. The third patient apparently 
suffered from emphysema of the lungs; an aspiration- 
biopsy examination of the liver revealed no abnormality. 

Seven other workers and the widow of an eighth man 
who died of pulmonary tuberculosis were interviewed. 
Several of them reported symptoms which were relieved 
soon after ceasing to work with tetryl, but no permanent 
damage was detected. 

From this evidence and a survey of the literature the 
authors conclude that prolonged exposure to high 
concentrations of tetryl may produce systemic poisoning. 

H. E. Harding 


1857. Health Hazards in the Manufacture of Alkaline 
Accumulators with Special Reference to Chronic Cadmium 
Poisoning. [In English] 

L. FriperG. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 240, 1-124, 1959. 20 figs., 43 refs. 


Radiology 


1858. Observations on Urokon, a New Excretory Pyelo- 
graphic Medium 

R. M. Nessit and J. Lapipes. University of Michigan 
Medical Bulletin (Univ. Mich. med. Bull.] 16, 37-42, 
Feb., 1950. 4 figs., 1 ref. 


*“Urokon”™, or sodium-3-acetylamino-2 : 4 : 6- 
triiodobenzoate, is a radio-opaque medium suitable 
for use in excretion pyelography. As it is not absorbed 
to any great extent when administered by mouth, the 
compound can be employed for the radiographic 
visualization of the gastro-intestinal tract. For this 
purpose 250 ml. of urokon, in 15% solution, may be 
given by mouth, by Levin tube, or by Miller—-Abbott 
tube. Fifteen minutes after an intravenous injection of 
urokon the kidneys are the only organs which contain 
a significant quantity of the compound, and within 
24 hours of its administration to normal subjects the 
compound is completely eliminated in the urine. 

At the University of Michigan Hospital a study was 
made of 1,681 excretory pyelograms. Satisfactory 
results were obtained from the intravenous injection of 
23 to 25 ml. of urokon, “ diodrast ’’, and ** neoiopax ”’. 
Despite the fact that urokon contains a relatively higher 
proportion of iodine per molecule, all three compounds 
produced pyelograms of similar quality. In a number 
of cases the compounds gave rise to reactions such as 
nausea, vomiting, taste disturbances, pain in the arm, 
urticaria, and erythema. When urokon was injected in 
30°, instead of 50°% solution, not only was there a con- 
siderable reduction in the incidence of reactions, but the 
quality of the pyelogram was improved. Whereas 
urokon produced reactions in 19% of the patients, 
neoiopax and diodrast gave reactions in 36° and 62% 
of cases respectively. A 15% solution of urokon was 
found to be effective for retrograde pyelography and 
cystography. In cases of uretero-sigmoid transplanta- 
tion rectal instillation of 300. to 500 ml. of this solution 
was of value in determining the presence of ureteric 
reflux. A. Garland 


1859. Effect of Transplantation of Bone Marrow into 
Irradiated Animals 

P. E. Rexers, M. P. Courter, and S. L. WARREN. 
Archives of Surgery [Arch. Surg., Chicago] 60, 635-667, 
April, 1950. 21 figs., 29 refs. 


1860. Sarcoma in Réntgenoderma. [In English] 
O.Biom-Ipes. Acta Dermato-Venereologica [Acta derm.- 
venereol., Stockh.] 30, 47-49, 1950. 4 figs., 3 refs. 


1861. The Effects of Methylthiouracil and of X Rays on the 
Thyroid. (Uber die Wirkung von Methylthiouracil und 
Réntgenstrahlen auf die Schilddriise) 

C. MontaG. Strahlentherapie |Strahlentherapie| 81, 
1-38, 1950. 20 figs., bibliography. 


RADIOTHERAPY 


1862. Some Measurements of Gamma-ray Doses 
Received by a Radiotherapist during Radium Operations 
J. L. HowarTH, H. MILLER, and J. WALTER. British 
Journal of Radiology [Brit. J. Radiol.] 23, 245-255, 
April, 1950. 5 figs., 13 refs. 


The authors present and discuss experimental results 
obtained by condenser ionization-chamber measurements 
on one radiotherapist over a period of about 18 months 
and their relation to the health of this therapist, the 
calculations by Wilson and Greening, and the various 
tolerance standards which have been proposed. The 
measured estimates of dose are considered under three 
headings: doses received by the skin of the hands, 
integral dose, and dose to the gonads. Most of the 
measurements were made during radium insertions for 
carcinoma of the cervix, but results are also given for 
hand doses during radium-needle implantations. 

The results are expressed per milligramme-minute of 
** active exposure” so as to permit estimation of doses 
received by other therapists working under comparable 
conditions. The mean values of general dose to fingers 
and hands were 8-0 x 10-4 r per mg. minute for gynaeco- 
logical cases and 18 10-4 r per mg. minute for inter- 
stitial insertions. The average value of total integral 
dose was found to be 4-20 g,-r per mg. minute, while 
the average dose to the gonads was approximately 
6x 10-5 r per mg. minute. 

It appears that, as regards whole-body integral dose, 
most radium therapists are probably receiving less than 
the “ official ’’ tolerance dose, corresponding to a general 
body dose of 0-5 r a week. It would be very difficult, 
however, to reduce the general body exposure to 0-01 ra 
day as suggested by Sievert, as the lead screens which 
would clearly be necessary would be extremely incon- 
venient. On the other hand, a dose of 0-01 r a day to 
the gonads would permit 800 mg. minutes of active 
exposure per week, while suitable lead screens could be 
used without great inconvenience. Perhaps the most 
significant finding is that in addition to the high general 
dose to fingers and hands, which may be above the 
American tolerance dose of | r a day for local exposure, 
the therapist also receives much higher localized doses to 
the finger-tips. S. K. Stephenson 


1863. Cystic Hygroma of the Neck and Mediastinum 
Successfully Treated by Roentgen Rays 

G. E. PFAHLER. American Journal of Roentgenology 
and Radium Therapy {Amer. J. Roentgenol.) 63, 539-544, 
April, 1950. 2 figs., 8 refs. 


Surgical treatment of cystic hygromata of the neck 


carries a considerable risk of infection, and if the condi- 
tion involves the mediastinum, operation is not feasible. 
Some previous reports are reviewed of successful treat- 
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ment by irradiation, the level of dosage being about 
100 r, measured in air, weekly and later monthly to a 
total of 1,000 to 1,500 r. Early treatment gives best 
results. No radiation sequelae, such as skin change or 
growth defects, were reported. ‘ 

A personal case is then described in a child of 
18 months, in whom the right side of the neck and 
mediastinum were involved. He was irradiated by 
posterior, anterior, and right lateral fields, each of 
150 sq. cm., 300 r measured in air being given per dose, 
fortnightly at first and later monthly, to a total of 4,000 r 
over 8 months. The central dose was estimated to be 
2,000 r. By the end of treatment the hygroma was 
reduced to a quarter of its original size; 3 years later it 
had disappeared with no radiation stigmata. Irradiation 
is therefore regarded as the treatment of choice. 

Frank Batley 


1864. Roentgen Therapy of Carcinoma of the Skin of 
the Eyelids 

J. A. ReGato. Radiology [Radiology] 52, 564-573, 
April, 1949. 8 figs., 4 refs. 


The author reports a series of 168 cases of carcinoma 
of the eyelids seen and treated between May, 1940, and 
December, 1945. The patients’ ages ranged from 35 to 
89 years, with an average of 67, and there was a three-to- 
one preponderance of males over females. 

The natural history and differential diagnosis of these 
tumours is described, and the rarity of a squamous-cell 
lesion on the eyelids is pointed out (7 out of 168 tumours). 
Tumours in the outer half of the orbit metastasize to the 
pre-auricular lymph nodes, and those in the inner half to 
the submaxillary and cervical region. 

The author rightly stresses the importance of giving 
adequate treatment at the outset, whether surgery, 
interstitial radiation, or x-ray therapy be chosen. He 
cites x-ray therapy as the treatment of choice for the 
following reasons. This form of treatment is flexible and 
can be easily applied. The eye can be protected in the 
majority of cases and, by protraction of the time necessary 
to give the required dose, untoward effects and sequelae 
can be minimized. The importance of aftercare of the 
irradiated area is stressed. Of 161 patients with basal- 
cell carcinoma 2 refused treatment: of the remainder, 
9 were treated surgically. At the end of 3 years 5 were 
well, 2 were alive with cancer, and 2 had died of inter- 
current disease. It is only fair to state that surgery 
succeeded in controlling one recurrence after interstitial 
radiation and 5 recurrences after x-ray therapy. 

Of 16 patients treated with interstitial radiation, 
12 survived 5 years or more, 3 died of intercurrent disease, 
and 1 was lost to follow-up, but 6 had late radiation 
effects. The remaining 134 cases were treated with 
Xtrays; of these 17 were cases of recurrence after various 
treatments elsewhere; of 117 new patients, 9 subsequently 
had recurrences where small lesions had been treated with 
small fields and a low dose. These conditions were 
all subsequently controlled. Only 7 patients suffered 
transient untoward effects. 

Of 72 patients in this group followed up for from 5 to 
8} years, 15 died of intercurrent disease and 57 remained 
Well for 5 years or more; 10 of the 17 patients with 


RADIOTHERAPY 


473 


recurrent lesions, and 3 of the 7 with squamous carci- 
noma, remained well for 3 years or more. Out of the 
total of 168, 132 remained well for 3 years or more. 

[This paper seems to show that, although the results 
of treatment of rodent ulcers of the eyelids with x rays 
compare favourably with those reported elsewhere, the 
results of interstitial radiation are not so satisfactory 
as regards late sequelae. The reason for this may be 
reflected in the technique employed. No mention is 
made of the use of weaker y-ray sources such as radon 
seeds, which are regarded in Britain as very satisfactory 
for treatment of lesions near the inner canthus.] 

R. D. S. Rhys-Lewis 


1865. Researches on the Radiotherapy of Oral Cancer 

C. A. P. Woop and J. W. BoaG. Medical Research 
Council. Special Report Series [Spec. Rep. Ser. med. 
Res. Coun., Lond.| No. 267, 1-148, 1950. 77 figs., 


bibliography. 


This report is a successor to the account of a trial of 
radium-beam therapy published 12 years ago. 

The present report consists of five main parts. The 
first gives the results of an experimental comparison 
between radium-beam and x-ray treatment for patients 
with carcinoma of the mouth, pharynx, and larynx. 
Great care was taken to make the treatments as nearly 
identical as possible in all factors éxcept the quality of 
the beam, the isodose curves and dosage rates with a 
10-g. teleradium unit and a 185-kV x-ray therapy plant 
having been carefully adjusted so as to match each other 
as nearly as possible. 

The authors were unable to find any statistically signifi- 
cant difference in the results obtained with the radium and 
x-ray treatment. The principal difference noticed was in 
skin reaction, which developed more rapidly and was 
rather more severe in the patients treated by x rays than 
in those treated with radium. This was also the case 
when similar treatments were given to either side of the 
neck by the two methods in the same patient. It was 
also noted that tumour response tended to occur earlier 
and to be more rapid in the x-ray-treated cases, though 
this had no demonstrable effect upon the long-term 
results with the total doses given. The authors estimate 
the ratio of gamma-ray dose to x-ray dose for the same 
severity of skin reaction to be 1-34. This section con- 
tains an admirable account by Howard Flanders of the 
method of estimating the dose distribution in the tissues. 

In section 2 Gliicksmann and Spear, from the Strange- 
ways Research Laboratory, Cambridge, give an account 
of a histological study made on individual tumours and 
related to the fate of the patients concerned. Two 
methods were used. Material removed for serial 
biopsy was examined and classified and tumour cells 
were counted before and during treatment, the outcome 
being thus predicted. The other method consisted of a 
statistical analysis of the histology of untreated tumours 
in relation to the subsequent fate of the patients after 
x-ray therapy. 

This work is beautifully presented and the degree of 
correlation between the predictions and the resylt of 
treatment is as high as 90%. It is emphasized that a 
greater proportion of differentiated than of anaplastic 
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epitheliomata of the oral cavity respond well to radio- 
therapy, and that regional metastases at the time treat- 
ment starts are more commonly present with anaplastic 
tumours. [It is to be regretted that this second section 
is not related to the first; at no stage is there any mention 
of any similarity or difference found in treatment with 
the radium-beam unit and the x-ray therapy apparatus.] 

Section 3 is a statement of the statistical analyses made. 
[It is clear and well presented and a valuable contribution 
to the report.] No correlation was found between length 
of history and size of tumour at any site. A close 
correlation was found between the regression time of the 
primary tumours and the lymph nodes in the same patient, 
and contrary to many other reports in the past it is 
concluded that deposits in the lymph nodes offer no 
greater resistance to radiation treatment than does 
the primary tumour. It is, however, those tumours 
which respond less well to irradiation which have a 
greater tendency to metastasize. 

In this section it is also concluded that the clinical 
results of radium-beam therapy in recent years do not 
show any notable increase in the proportion of patients 
cured when compared with the results of similar treat- 
ment given more than 10 years ago, “ despite the great 
advances that have been made in the technique of treat- 
ment”’. The report makes it clear, however, that no 
change has been made by the authors in the basic method 
of treatment which they employ and which remains at a 
tumour dose of approximately 6,000 r in 6 weeks, given 
in regular daily fractions, whether the tumour is dif- 
ferentiated or anaplastic and whether it arises in the 
tonsillar fossa or on the vocal cord. The technical 
advances mentioned consist only in a greater accuracy of 
application of a treatment similar to that previously 
prescribed. [The last section deals with future research in 
radiotherapy; the authors discuss the possibilities of the 
use of very large radiation units containing radioactive 
cobalt, the introduction of new apparatus for treatment 
with supervoltage x rays, electrons or neutrons, and the 
use of radioactive isotopes. [This suffers from the fact 
that it was written in 1947 and is already a little out of 
date.] 

[This report, while perhaps not marking any striking 
advance in our knowledge, does help to clear up a number 
of most important points and is a fine example of the 
way in which coordinated research in radiotherapy has 
been conducted in Britain during the past 10 years. 
It is on the basis of excellent and carefully planned 
work such as this that the next steps forward in the 
radiotherapy of cancer may confidently be taken.] 

D. Waldron Smithers 


1866. Radiotherapy of Early Cancer of the Larynx. 
Five Year Results in One Hundred and Fifty-Six Cases 
M. Cuter. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 142, 957-963, April 1, 1950. 
24 refs. 


In a review of the place of radiation therapy and 
surgery in the treatment of laryngeal carcinoma, the 
author discusses the 5-year results in 156 consecutive 
microscopically-proved cases treated by radiation at the 
Chicago Tumor Institute. Two classifications of cases 


were used, one based on mobility of laryngeal structures 
and the other on surgical operability by laryngofissure 
or laryngectomy. The techniques of radiotherapy 
employed were those of the concentration method 
previously described by Cutler (J. Amer. med. Ass., 1941, 
117, 1607). Most patients were treated by 400-ky 
x rays and telecurietherapy, and a few by 200-kV x rays; 
currently 6,000 to 6,500 r (measured on skin) are given to 
a single lateral field in 18 days, the daily dose being 
increased as the field size is diminished in the case of the 
smaller lesions. [It should be noted that the 18-day 
over-all period has been used only since July, 1945, 
when an 11-day period was abandoned as being too 
intense for certain patients; the cases under review were 
treated between 1938 and 1944.] The average radiation 
intensity was about 7 r a minute; treatment was given 
twice a day. 

Two patients died as a direct result of radionecrosis; 
in 7 other fatal cases varying degrees of necrosis were 
present; in “a small group” varying degrees of radio- 
necrosis developed, followed by healing; and in several 
laryngectomies performed for suspected recurrence 
examination of the larynx revealed no sign of carcinoma, 
but only tissue necrosis with marked secondary infection. 

Of the 156 patients treated 55 were alive and well after 
7 years or more; one died of cerebral metastasis, and 
5 from non-neoplastic causes (a 37% corrected survival 
rate). Of 58 patients whose cords had not been com- 
pletely fixed, 37 were well (71°%), whereas of 98 with 
fixed cords and regional metastasis only 18 survived. 
More than half the lesions were inoperable. In 48 cases 
too advanced for laryngofissure there were 57% 5-year 
cures. The completely inoperable group (89) yielded 
17% cures. In 15 out of 21 cases of intrinsic carcinoma 
(suitable for laryngofissure) the patient was alive. 

The author concludes that when the cords are mobile 
or incompletely fixed the cure rate is high and radio- 
therapy is the method of choice. Total laryngectomy is 
reserved for advanced lesions with complete carcino- 
matous cord fixation in otherwise fit subjects. The most 
important contribution of radiotherapy is in the group 
beyond the scope of laryngofissure, for which total 
laryngectomy is the only surgical alternative; the cure 
rate after irradiation in these cases is at least equal to 
that of total laryngectomy. Arthur Jones 


1867. The Importance of Radiation Therapy in the 
Treatment of Carcinoma of the Rectum. (Betekenis van 
de stralentherapie voor de behandeling van kanker van 
de endeldarm) 
D.pEN Hoep. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 94, 236-242, Jan. 28, 1950. 
The disappointing results of treatment with deep 
x rays and radium implantation in inoperable cases of 
carcinoma of the rectum are well known. Remarkable 
results, however, are reported by the author in his series 
of 40 cases treated by electrocoagulation of the tumour 
followed by perirectal radium implantation. This 
method is restricted by the author to those inoperable 
cases in which the tumour is situated below the peri 
toneum, to avoid perforation into the peritoneal cavity. 
A carcinoma involving no more than one-half of the 
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bowel circumference is stated to heal in most cases 
without stricture. This combined local surgical and 
radium treatment is not applicable in all cases of in- 
operable tumour—for example, tumours situated high 
in the rectum and some cases of annular stricture. 
Contact x-ray therapy is the method of choice in these 
and certain other types of case, and also in cases of local 
recurrence after the combined electrocoagulation and 
radium treatment. The results of the combined therapy 
in 40 cases are discussed in detail. The last patient in 
this series was treated 14 years previously. Twenty-four 
patients had no local recurrences and were alive from 
8 to 14 years after treatment. Only 5 patients subjected 
to the combined treatment developed a local recurrence 
—in all cases within the first year after treatment. 
P. van Exter (Excerpta Medica) 
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1868. Subdural Pneumography and its Potentialities. 
(Die subdurale Pneumographie und ihre Méglichkeiten) 
F. Mayr and N. MoscuHik DE REYA. Wiener Zeitschrift 
fiir Nervenheilkunde (Wien. Z. Nervenheilk.] 3, 101-116. 
1950. 11 figs., 26 refs. 


The authors have been employing subdural pneumo- 
graphy (S.P.) for the last 2 years. They point out that 
subarachnoid encephalography, while showing the 
extent and often the nature of a cerebral lesion, fails to 
demonstrate cortical lesions accurately. S.P. gives much 
better results. The introduction of air into the sub- 
arachnoid space produces a mixture of air and cerebro- 
spinal fluid (C.S.F.). The subdural space is fluid-free and 
injected air diffuses freely through i}. Movements of 
air are hindered by adhesions but not by Pacchionian 
granulations. 

Adhesions of the dura to the brain surface cause filling 
defects in S.P. Similar effects are produced by space- 
occupying lesions. Small collections of air in the 
subdural space are not uncommonly seen in the course 
of encephalography. They may ‘collect because of 
laceration of arachnoid as a result of forceful injection of 
air, or because of double puncture of the meninges. 
Collapse of the arachnoid due to withdrawal of C.S.F. 
may cause the point of the cannula to leave the sub- 
arachnoid space and enter the subdural space. Large 
collections of air in the subdural space may lead to an 
erroneous diagnosis of brain atrophy. Filling of the 
subdural space may also indicate a post-traumatic or a 
post-inflammatory lesion of the arachnoid. 

Penfield and Norcross introduced air into the subdural 
space through a trephine hole. This procedure was 
accompanied by lumbar puncture and the withdrawal 
of 60 to 80 ml. of C.S.F. Ténnis and Loew improved this 
method by employing suboccipital puncture instead of 
trephining. The authors have employed the latter 
method for the last 2 years. They use three variations of 
S.P. (1) lumbo-suboccipital; (2) cisterno-suboccipital ; 
(3) lumbo-lumbal. In all cases they combine S.P. with 
subarachnoid encephalography (ventriculography). The 
advantage of this combined method is that both super- 
ficial and deep-seated lesions can be detected. 


(1) Lumbo-suboccipital S.P. is carried out under thio- 
pentone anaesthesia. Lumbar puncture is performed, 
the patient being supported in the sitting position, and 
80 to 120 ml. of C.S.F. is withdrawn. Suboccipital 
puncture is performed with injection of 30 ml. of air 
while C.S.F. is being released. Later the point of the 
cannula reaches the subdural space because the arachnoid 
collapses after withdrawal of C.S.F. Air, 60 ml., is 
injected into the subdural space. There is always a 
marked rise in blood pressure. In 90% of cases this 
procedure has proved successful. 

(2) Cisterno-suboccipital S.P. General arrangements 
are similar, suboccipital puncture of the cisterna magna 
being followed by withdrawal of 80 ml. of C.S.F. and 
introduction of 30 ml. of air into the ventricles. The 
cannula should then be slightly withdrawn to reach the 
subdural space, another 60 ml. of air being then injected. 
This method has not been so successful as that previously 
‘described. 

(3) Lumbo-lumbal S.P. General arrangements are as 
above. Lumbar puncture is followed by withdrawal of 
100 to 120 ml. of C.S.F. and injection of 30 ml. of air 
into the subarachnoid space. Another lumbar puncture 
is made one or two intervertebral spaces above the first 
one, with injection of 80 ml. of air into the subdural space. 
This method is not to be recommended, owing to the 
danger of introducing air into the epidural venous 
plexus. 

Side-effects and sequelae of S.P. are similar to those of 
subarachnoid encephalography. The rise in blood 
pressure is constant. Intracranial pressure after S.P. 
shows low values. Irritation of the meninges causes 
increase in cellular elements in the C.S.F., but the 
protein is not increased. Euphoria is not uncommon. 
Absorption of air is completed in normal cases within 
2 to 5 days, but in cases of cerebral atrophy may last for 
as long as 10 to 12 days. Definite contraindications are 
circulatory disorders, infections, toxicosis, raised intra- 
cranial pressure, and tumours of the posterior fossa. 
The youngest patient the authors examined was 10, the 
oldest was 64. 

Radiography follows the injection of air in 30 to 
60 minutes. The falx cerebri and the tentorium cerebelli © 
present serious obstacles to air movements, hence compli- 
cated changes of position of the head are necessary. In 
tangential radiographs, which are most useful, the thick- 
ness of air is about 2cm. It is well to remember that the 
size of the ventricles is smaller than in ventriculography, 
because of the collapse caused by withdrawal of C.S.F. 
[The authors give no other details of radiographic 
technique. ] 

S.P. should be the method of choice in suspected disease 
of the brain surface, meninges, and skull. Post-traumatic 
and post-inflammatory dural adhesions to the brain are 
well demonstrated by the presence of a filling defect. 
With experience Pacchionian granulations can be 
differentiated from true adhesions. This method is 
sometimes useful in diagnosis of tumours such as a 
Meningioma without increase in intracranial pressure. 
The authors were able to diagnose and localize 2 gliomata 
of a cerebral hemisphere, S.P. showing a bulge of the 
cerebral surface protruding into the air-filled subdural 
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space. In one of theSe cases ventriculography was 
negative. 

S.P. has some therapeutic value. Frail adhesions may 
be torn by the introduced air. The frequency of epileptic 
fits is often reduced. Post-traumatic migraine and 
psychical changes show some improvement. There is 
a probability that permeability of the blood—C.S.F. 
threshold is increased, with enhanced influence of drugs: 
better results of medication in epilepsy were observed 
after S.P. No late ill-effects of S.P. were noted. 

W. J. Czyzewski 


1869. Roentgen Diagnosis of Cholesteatoma of the 
Middle Ear 

J. G. WALTNER. American Journal of Roentgenology 
and Radium Therapy {|Amer. J. Roentgenol.] 62, 674-684, 
Nov., 1949. 4 figs., 9 refs. 


Measurement of the mastoid antrum in serial sections 
of 16 non-pneumatized temporal bones showed that the 
normal antrum is wider than 6 mm. in its upper two- 
thirds, but almost never in its lower third near the base. 
The upper limit of normal height is 11 mm., exceptionally 
12 mm. Considerably smaller mastoid antra, however, 
occur in normal non-pneumatized bones. A standard 
shape and size could not be established for the attic on 
account of numerous anatomical variations of the cavity. 
Cholesteatomata of the middle ear cannot be diagnosed 
radiologically when the cholesteatoma fills the mastoid 
antrum, when it occurs in a deeply located antrum 
surrounded by a thick inner table and cortical bone 
(especially if the antero-posterior diameter of the antrum 
is small), when the cholesteatoma is present in the attic 
only, or when a radical mastoid operation has previously 
been carried out. The only radiographic evidence of an 
attic cholesteatoma is destruction of the lateral wall of 
the attic or a bony defect in the roof of the attic. 

Radiological studies of cholesteatoma of the middle ear 
have led to erroneous conclusions in about one-third of all 
operated cases in the author's experience, the most 
frequent cause of error being failure to demonstrate by 
x rays a cholesteatoma subsequently found at operation. 
This was particularly the case with cholesteatoma of the 
attic, not one of the 7 cases reviewed (out of a total of 
17) showing positive radiographic signs. In the author’s 
opinion, an enlarged antrum on the radiograph indicates 
a cholesteatoma only if it is associated with an epi- 
tympanic, marginal perforation of the drum. Treatment 
should be determined by the clinical findings, however, 
rather than the radiographic evidence if the two are 
contradictory. A. Orley 


1870. Diagnostic Value of Pulmonary Arteriography in 
Bronchial Carcinoma 

P. G. Keit, C. A. VOELKER, and D. J. SCHISSEL. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
219, 301-306, March, 1950. 11 figs., 3 refs. 


The authors base their findings on results in 15 cases 
of bronchial carcinoma and a number of cases of other 
pulmonary lesions and a study of the normal vascular 
pattern carried out at the U.S. Veterans Administration 
Hospital, Des Moines, Towa. Diminished vascularity 


distal to the tumour was found in 14 of the cases, due to 
(a) mechanical obstruction of the arterial system by the 
tumour mass, (5) necrosis of the pulmonary parenchyma, 
and (c) obstructive emphysema. Less frequently inter- 
ference with the normal vascular pattern was found in 
the region of the main pulmonary artery. Diminished 
vascularity was also noted in cases of senile and bullous 
emphysema and lung abscess, but no difficulty in dif- 
ferential diagnosis was encountered. The authors 
injected into an antecubital vein 50 ml. of 70°, diodone 
in 1 to 2 seconds and took a series of postero-anterior 
films from a distance of 6 feet (15 m.) with the patient 
seated, a multiple cassette tunnel being used and expo- 
sures made 2, 4, 6, and 8 seconds after injection. They 
increased the normal chest-penetration voltage by 
10 kV. It is concluded that pulmonary arteriography 
should be added to bronchoscopy, bronchography, and 
tomography as a method of diagnosis in all cases of 
suspected bronchial carcinoma. G. A. Stevenson 


1871. A Roentgen Study of Muscle Tumors Primary in 
the Lung 

R. S. SHERMAN and B. H. MALone. Radiology {Radio- 
logy] 54, 507-515, April, 1950. 14 figs., 3 refs. 


The radiographic appearance of seven histologically- 
proved primary myogenic tumours in the lungs is 
described. Four of these tumours were myomata and 
three myosarcomata. The two types of tumour cannot 
be differentiated radiographically. 

The most important lesions resembling radiographi- 
cally the myogenic lung tumours are certain types of 
bronchogenic carcinoma, mainly of the nodular form, 
single carcinomatous and sarcomatous metastases, 
bronchial adenoma, tuberculoma, hamartoma, and 
cysts. The clinical picture, however, may help in the 
diffe rential diagnosis. A. Orley 


1872. Angiocardiopneumography 
L. DE CARVALHO. Diseases of the Chest [Dis. Chest} 
17, 312-336, March, 1950. 28 figs. 


The author briefly reviews early difficulties in angio- 
cardiography and refers to the lack of painless opaque 
media for intravenous injection, thus making auricular 
catheterization necessary. Even with modern media he 
prefers injection into the external jugular vein rather 
than the arm veins owing to partial retention of the 
medium in the latter because of the positive pressure 
therein. He has used this technique for demonstration 
of the pulmonary arteries as well as for angiocardiograms 
and has demonstrated that many unusual hilar shadows 
are due to variations in the disposition of the pulmonary 
arteries. He has also shown that whereas tuberculous 
lung tissue has a greatly diminished vascularity, other 
inflammatory conditions show a marked increase. There 
was also diminished vascularity associated with lung 
collapse even in the absence of tuberculosis. This 
difference may, he claims, be used as a diagnostic aid. 
For angiocardiography he uses a rotary octagonal 
cassette holder beneath the x-ray table; with this it is 
possible to take up to eight radiographs in less than as 
many seconds. 
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The author also describes an accurate method of 
calculating circulation time kymographically. The slit 
is placed across the two. points between which it is 
desired to know the circulation time and, since the speed 
of travel of the film is known and the distance between the 
arrival of the opaque medium at the first and second 
points can be measured on the film, so the time taken 
between the two may be calculated. By placing the slit 
across the axillary vein and the superior vena cava the 
time taken for the opaque medium to traverse this distance 
can be calculated, the results confirming the author’s 
statement that passage of medium between the arm 
veins and the heart is delayed and that a certain propor- 
tion is retained in the arm veins. By placing the slit 
across the superior vena cava and the trunk of the pul- 
monary artery and its left branch, the circulation time of 
the right heart can be calculated with precision. Again, 
by placing it vertically over one side of the thorax a study 
can be made of the so-called capillary phase in angio- 
pneumography, which the author found to be accentuated 
at the base of the lung and diminished at the apices. The 
» pulmonary arteries to the upper zones were also seen to 
be of smaller size than those supplying the lower zones 
and it is suggested that this may account for the high 
incidence of early tuberculous lesions in the lung apices. 

(In the discussion which followed the paper Steinberg 
confirmed the author’s remarks regarding the arterial 
constitution of the hilar shadow and also the variations 
in lung vascularity in different conditions. He stated 
that the most valuable application of angiocardiography 
in mediastinal and lung disease was in the differentiation 
of tumour masses and aneurysms. He advocated the 
use of an automatic magazine giving an exposure every 
half-second at a distance of 6 feet (1-8 m.) on roll film 
giving 2 frame-size 94 inches (24 cm.) square. For 
recording circulation time he preferred the use of a 
' Geiger counter after the injection of a radioactive 
substance, this being simpler and less uncomfortable for 
the patient.) G. A. Stevenson 


1873. Dilatation and Pulsation of the Left Subclavian 

Artery in the Roentgen-ray Diagnosis of Coarctation of 

s Aorta. Roentgenkymographic Studies in Thirteen 
ases 

H.M. Staurrer and L.G. RiGter. Circulation [Circula- 

tion) 1, 294-298, Feb., 1950. 5 figs., 12 refs. 

The authors discuss 20 cases of coarctation of the 
aorta seen in the University of Minnesota Hospitals, 
Minneapolis. They stress the diagnostic importance of 
left upper mediastinal widening and pulsation, especially 
in cases where no rib-notching is present, and suggest 
that, since this sign was absent in 50 controls (patients 
with other cardiovascular conditions), it is a most impor- 
tant diagnostic feature of the condition. In cases in 
which the site of the coarctation is distal to the origin of 
the left subclavian artery, this widening of the left upper 
mediastinal shadow is due to dilatation of this vessel. 
This shadow is also seen to have a greater density than 
that on the right side. Roentgenkymograms in 12 out 
of the 13 cases so examined showed vascular pulsation 
On the left side above the aortic arch. This pulsation was 
also seen fluoroscopically. In one case in which the site 
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of the lesion was proximal to the origin of the left 
subclavian artery, enlargement and pulsation cf the left 
common carotid artery were evident. Barium-swallow 
examination revealed a slight oesophageal impression 
caused by the dilated vessel in some of the cases. In 
3 of the cases there was no evidence of rib notching. In 
all the diagnosis was confirmed. G. A. Stevenson 


1874. Angiocardiography: its Application to the Diag- 
nosis of Coarctation of the Aorta 

B. S. Epstein. Radiology [Radiology] 54, 211-218, 
Feb., 1950. 7 figs., 19 refs. 


The author describes 3 cases of coaractation of the 
aorta examined angiocardiographically at the Jewish 
Hospital of Brooklyn, New York. He points out that 
knowledge of the location of the constriction, the size of 
the aorta above and below this, and the size and position 
of the great vessels in the neck is of great value in 
the surgical treatment-of this condition. These points 
were all demonstrated in the angiocardiograms, together 
with details of the collateral circulation. In the cases 
described, contrary to the findings of Taussig, the 
descending aorta was opacified above and below the site 
of coarctation, but it was not possible to assess the size 
of the opening from the angiocardiograms. In the first 
case, in which the femoral pulses were palpable and 
measurable, the pre-stenotic and post-stenotic portions 
were visualized simultaneously. In the other 2 cases no 
femoral pulsation could be detected and the post-stenotic 
portion of the aorta was not visualized until after the 


_contrast medium had left the pre-stenotic portion, 


suggesting that in cases with a large opening the medium 
passes straight through, but if the opening is small it 
reaches the descending aorta via the collateral circulation. 
It was found that in 2 of the cases, both in children, the 
intercostal arteries were straight and situated about 
5 mm. from the inferior rib margin, thus explaining the 
absence of rib notching in these cases. 
G. A. Stevenson 


1875. Downward Displacement of the Gastric Cardia 
F. J. HopcGes. Radiology [Radiology] 54, 194-201, 
Feb., 1950. 8 figs. 


The author, writing from the Department of Roent- 
genology, University of Michigan, first describes the 
anatomical relation of the cardiac portion of the stomach 
to the diaphragm, the lesser lobe of the liver, and the 
spleen, and points out that since these relations do not 
change significantly with changes in position of the body, 
any alteration radiologically demonstrable in the position 
of the gastric fundus may be of importance in diagnosis. 
Such displacement may be due to any of the following: 
(1) an increasé in the thickness of the gastric wall due to 
neoplasm (by far the commonest cause); (2) unusual 
enlargement of the lesser lobe of the liver; (3) enlarge- 
ment, with upward and medial encroachment, of the spleen 
[the abstracter has seen a large, smooth filling defect in the 
fundus caused by an accessory lobe of an otherwise 
normal spleen]; (4) a combination of (2) and (3); 
(5) the presence between the diaphragm and the stomach 
of fluid such as blood, escaped gastric contents, or pus; 
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(6) varicosities within the gastric wall, (rare); and (7) 
phlegmonous gastritis (very rare). Several illustrative 
cases are described. Although downward displacement 
of the gastric cardia cannot be considered an infallible 
sign of disease in the left upper quadrant, it is often a very 
helpful finding. G. A. Stevenson 


1876. Radiological Forms of Healed Ulcerative Intestinal 
Tuberculosis. (Die réntgenologischen Erscheinungs- 
formen der abgeheilten, ehemals geschwiirigen Darm- 
tuberkulose) 

F. Boum. Fortschritte auf dem Gebiete der Réntgen- 
strahlen [Fortschr. Réntgenstr.] 72, 675-686, April, 
1950. 17 figs., 17 refs. 


The introduction of streptomycin and other chemo- 
therapeutic agents has led in many cases of pulmonary 
and intestinal tuberculosis to cure of intestinal lesions. 
Five photographs of pieces of intestine illustrate this 
healing, which creates a new problem in barium-meal 
diagnosis. Whereas superficial ulcers heal without 
residual signs, deep ulcers often leave a star-shaped 
mucosal deformity or larger rigid areas with a warty, 
polypoid surface. In the colon it is common to find 
longitudinal shortening, and a pouch-shaped caecum 
connected by a narrow channel to the ascending limb 
seems especially characteristic. 

[Some illustrative case histories are given, but un- 
fortunately there is not enough detail to make them of 
much value.] Denys Jennings 


1877. The Radiological Diagnosis of Posterior Hernia- 
tion of the Intervertebral Disk. (Le diagnostic radio- 
logique de la hernie discale postérieure en station 
verticale) 

S. pe Séze, J. R. QuUEROL, and A. DIAN. Semaine des 
Hopitaux de Paris [Sem. Hoép. Paris] 26, 1297-1307, 
April 14, 1950. 12 figs., 1 ref. 


A total or partial loss of thickness of the intervertebral 
disk was found in an unexpectedly large proportion of 
radiographs taken in the erect position in cases of 
posterior herniation of the disk. The partial, as well as 
the total, thinning of the disk was frequently associated 
with an anterior, lateral, or both anterior and lateral 
gaping of the corresponding intervertebral space. 
Another typical finding was a selective gaping of the 
intervertebral space between L4 and L5 when the patient 
was made to bend sideways towards the side of the 
sciatic pain. A, Orley 


1878. The Non-filling Gall-bladder. Cholecystography 
after the Administration of Water or Carlsbad Salts. 
(Die nichtgefiillte Gallenblase. Ein Beitrag zur R6ntgen- 
kontrastdarstellung der Gallenblase nach Wasserstoss 
oder Karlsbader Salz) 

U. Coccut. Acta Radiologica {Acta radiol., Stockh.) 33, 
115-129, Feb., 1950. 4 figs., 36 refs. 


In a review of 217 cholecystographies carried out in 
the X-ray Department of the University Hospital of 
Zurich, the author analyses the various cases of non- 
visualization of the gall-bladder. In a number of cases of 
negative cholecystography it was possible to obtain a 


shadow of the gall-bladder by repeating the examina- 
tion with a different kind of dye or by making the patient 
drink a glass of water, or of a solution of Carlsbad salts, 
and taking a radiograph 10 minutes later. In about a 
quarter of the cases the previously invisible gall-bladder 
became apparent following the “ water test’’ or the 
administration of Carlsbad salts, while in about half of 
the cases in which a thin shadow had previously been 
seen the gall-bladder shadow became denser. By the 
same means calculi were revealed in 7% of cases in which 
the result of previous routine examination was negative. 
A. Orley 


1879. Intramural Small-cystic Diverticulosis of the 
Gallbladder. [In English] 

A. AKERLUND and U. RupHE. Acta Radiologica [Acta 
radiol., Stockh.] 33, 147-164, Feb., 1950. 13 figs., 
28 refs. 


This paper, which comes from the Radiological 
Department of Karolinska Sjukhuset, Stockholm, is 
an account of the authors’ own observations and of 
2 cases reported in the literature of a new radiological 
finding typical of intramural diverticulosis of the gall- 
bladder. This finding consists of a more or less con- 
tinuous narrow streak immediately adjacent to, and of 
the same density as, the main gall-bladder shadow. 
This streak follows the contours of the gall-bladder to a 
varying extent and is referred to by the authors as the 
*corona’’. In places its structure seems granular or 
columnar owing to the fact that it is produced by a large 
number of closely packed intramural diverticuli. 

The authors discuss the origin, development, and 
morphology of these diverticuli and the prerequisites for 
their radiographic demonstration. The rare “ acute 
pneumocholecystitis ’’ affords special conditions for the 
visualization of the diverticuli through their filling with 
gas. A. Orley 


1880. Starting-point of Post-operative Phlebitis. (Le 
point de départ des phlébites post-opératoires) 

J. Ducutnc, P. GutLHem, A. ENJALBERT, J. POULHES, 
and R. Baux. Presse Médicale [Pr. méd.] 58, 353-354, 
April 5, 1950. 5 figs., 18 refs. 


The authors consider that post-operative thrombosis 
of the leg veins is often secondary to a primary focus of 
thrombosis in the pelvic veins. In normal cases, and also 
in patients with frank thrombosis, they have investigated 
the venous tree in the pelvis by means of injections of 
contrast medium into the dorsal vein of the penis or 
clitoris. Two cases are described with reproduction of 
the phlebograms obtained by this method, one in a man 
and one in a woman; they claim that these cases illustrate 
their thesis. 

[The technique by which the dorsal vein of the clitoris 
is injected must surely be a masterly one.] 

Peter Martin 


1881. Chest Lesions often Confused Roentgenographically 
with Primary Cancer of the Lung 

P. C. SWENSON and R. H. LEAMING. American Journal 
of Roentgenology and Radium Therapy {Amer. J. Roent- 
genol.| 63, 629-645, May, 1950. 23 figs., 13 refs. 
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1882. Pulmonary Edema in Influenzal Pneumonia of the 
Mouse and the Relation of Fluid in the Lung to the Incep- 
tion of Pneumococcal Pneumonia 

C. G. HARFoRD and M. HARA. Journal of Experimental 
Medicine [J. exp. Med.] 91, 245-259, March, 1950. 
Bibliography. 


Infection by the influenza viruses may lead to 
pulmonary oedema, and evidence is produced by the 
authors to show that in mice with pulmonary oedema a 
superimposed pneumococcal infection owes its rapid 
development to the fact that the oedema fluid behaves as 
a first-class culture medium for the unrestricted growth 
ofthe pneumococcus. The experimental reproduction of 
pulmonary oedema was obtained by the intrabronchial 
administration of sterile mouse serum. Sampling experi- 
ments showed that the fluid, which half-filled the alveoli, 
was also present in the lymphatics and interstitial tissue 
and that it persisted there for some hours. A condition 
closely simulating pulmonary oedema was thus produced 
without an inflammatory or toxic agent. Immediately 
after this intrabronchial manipulation the mice were 
allowed to inhale fine droplets containing pneumococci. 
Full series of control mice were included. 

Of 19 mice with pulmonary oedema produced as 
described above 17 died of a typical bacterial pneumonia 
after inhaling pneumococci whereas, of the 18 mice 
which inhaled the organism after cannulation only or 
after the intrabronchial injection of saline, only one died. 
The single fatal case was due to a septicaemia: there was 
no pneumonia. When the experiments were modified 
by the intrabronchial injection of pneumococci in mouse 
serum the pneumococci grew rapidly in the fluid in the 
alveoli and also in the interstitial tissue, but there was 
delay in the migration of leucocytes to these sites. 
During the first 3 hours there was little evidence of any 
phagocytosis of the organisms and only a moderate 
amount had taken place up to 6 hours after. 

The authors recognize that conditions in mice may not 
be strictly comparable to those in human beings, but put 
forward the thesis that pulmonary oedema is an imporant 
factor in the susceptibility of man to pneumonia. Pul- 
monary oedema was a characteristic feature of the 
pandsmic influenza of 1918 and may be a predisposing 
factor in the pneumonias following congestive heart 
failure and.shock. H. J. Bensted 


1883. A Clinical Evaluation of the Blood *“ Sludge ”’ 
Phenomenon 

J. S. HinscHpoecK and M. Woo. American Journal of 
the Medical Sciences {Amer. J. med. Sci.] 219, 538-541, 
May, 1950. 14 refs. 


_ Over 1,200 observations were made on the con- 
Junctival circulation through a Leitz capillary microscope 
with the patient in a reclining posture. It was possible 
to observe the velocity of blood flow through individual 


capillaries for periods of up to 15 seconds. In over 82% 
of 619 cases the authors found an association of well- 
marked sludging (coarse granular accumulations of 
erythrocytes separated by clear plasma) with a rapid sedi- 
mentation rate and hyperglobulinaemia. Hepariniza- 
tion did not interfere with sludging. 

They consider that the condition is a reversible intra- 
vascular agglutination due to increased rouleaux forma- 
tion caused by changes in the plasma proteins. Slow 
movement of the blood allows contiguous clumps to 
adhere. In anaemia there is more plasma protein to 
each unit of erythrocyte surface. In heart failure the 
circulation time is increased with stasis in the capillaries. 

E. T. Ruston 


1884. Blood Sludge Phenomenon in Human Subjects. 
Notes on Its Significance and on the Effects of Vasomotor 
Drugs 

H. S. ROBERTSON, S. WOLF, and H.G. WoLFF. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 
219, 534-537, May, 1950. 2 refs. 


These workers at Cornell University made daily 
observations of the blood flow through the conjunctival 
and scleral vessels with a standard binocular dissecting 
microscope over a period of 10 months. In 35 patients 
with various diseases and 5 apparently normal, healthy 
subjects no relation could be established between the 
presence of sludging (distinguishable clumps of erythro- 
cytes separated by varying amounts of clear plasma), 
the clinical state of the patient, or the erythrocyte 
sedimentation rate. They noted a wide daily fluctuation 
in the presence and degree of sludging in the same 
individual. 

In 8 cases of sludging there was rapid disappearance 
of the clumps when 2 drops of 10°, ophthalmic “ neo- 
synephrine ’’ were placed in one eye. Widespread vaso- 
dilatation and sludging, not previously visible, appeared 
in 5 subjects who were given a subcutaneous dose of 
1 mg. histamine phosphate. It is considered that blood 
sludging in the conjunctiva is a result of local vascular 
dilatation and diminution in the velocity of blood flow 
which is compatible with good health. E. T. Ruston 


EXPERIMENTAL PATHOLOGY 


1885. The Reflected State of Irritation of the Nervous 
System caused by Injury to the Respiratory Organs. 
(OrparxkeHHoe HeEPBHOH CHCTeEMbI MpH 
OpraHoB 

S. I]. FRANKSTEIN and T. I. GorsuNovA. Asxus Ilato- 
noruu [Arkh. Patol.) 12, No. 1, 40-44, 1950. 9 refs. 


The lungs of rabbits and dogs were injured by injection 
of small quantities of hot water through the chest wall. 
The response of the respiratory centre to such injury was 
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observed by its reaction to the irritation of the sciatic 
and proximal segments of the vagus nerves before and 
after vagotomy. It was shown that a state of reflected 
irritation of the respiratory centre existed, as revealed by 
its failure to react normally to peripheral stimuli, the 
threshold to such stimuli being raised. These abnormal 
responses were abolished when afferent stimuli reaching 
the respiratory centre from the injured lung were 
interrupted by vagotomy. L. Crome 


1886. The Enhancement of Infection during Shock 
produced by Bacterial Toxins and Other Agents 

A. A. Mies and J. S. F. Niven. British Journal of 
Experimental Pathology (Brit. J. exp. Path.| 31, 73-95, 
Feb., 1950. 13 figs., 20 refs. 


The endotoxins of Bacterium coli or Proteus vulgaris, 
the somatic O antigen of Shigella shigae, the alpha toxin 
of Staphylococcus aureus or Clostridium welchii, mag- 
nesium adenosine triphosphate, or 60% glucose in dis- 
tilled water caused shock in guinea-pigs; the lesions 
produced by the intradermal injection of 5 10° living 
Staph. aureus were greatly enhanced if shock had previously 
been induced by any of these agents. The area of inflam- 
mation was three or more times greater in diameter than 
that seen in controls, while there was a tendency for the 
centre to become necrotic, a complication which was 
generally absent in the controls. 

Histologically, the chief difference between the lesions 
in controls and animals in shock was the absence in the 
former of inflammation and phagocytes and diminution 
in the amount of fluid exudate in the tissues. 

Because the enhancement is only produced by shock 
sufficiently severe to lower the blood pressure in the small 
arteries of the ear to below 10 mm. Hg and to maintain 
it at this low level for an hour or more, it is suggested that 
the enhancement of the local lesion is due to a gross 
diminution in the supply of blood-borne phagocytes to 
the lesion and not to an increase in the resistance of the 
capillary walls to diapedesis. R. Hare 


1887. A New Contribution to Experimental Broncho- 
moniliasis. (Nuovo contributo alla broncomoniliasi 
sperimentale) 

B. Urso. Archivio Italiano di Scienze Mediche Tropicali 
e di Parassitologia {Arch. ital. Sci. med. trop.] 31, 77-84, 
Feb., 1950. 4 figs., 11 refs. 


Nearly half a century ago Castellani in Ceylon reported 
Monilia infections of the lung in those who inhaled tea 
and in 1910 he named the fungus Monilia tropicalis. 
Others have maintained that this was a case of fortuitous 
contamination from the air and that the fungus was purely 
saprophytic. Castellani, however, considered that the 
species isolated by him from patients was a pathogenic 
one and that infection is acquired by those who judge tea 
by taking a handful of the small leaves and inhaling from 
them to estimate the perfume or aroma. 

In the present contribution the author relates the 
results of placing a few drops of an emulsion of the 
monilia in the nostrils of lightly anaesthetized white 
mice: the glottic reflex being abolished, the monilia 
passes into the lungs For his experiments the mice 


were divided into three groups; one received the inhala- 
tion daily, the second on alternate days, and the third on 
every fourth day. After 10 days the animals began to 
lose weight and thereafter, at intervals ranging from 
10 to 20 days on an average, death took place. One, a 
robust specimen weighing 28 g., lived for 54 days. At 
necropsy the same signs as those reported from human 
cases were reproduced—bronchitis and broncho- 
pneumonia in patches with adjacent bronchiectatic areas 
and small cavities, and peribronchial epithelioid and 
small-celled infiltration—thus confirming the patho- 
genicity of the fungus. H. Harold Scott 


1888. The Pathogenesis of Tuberculosis in Mice Infected 
Intravenously with Human Tubercle Bacilli: the Use of 
Mice in Chemotherapeutic Tests 

G. T. Stewart. British Journal of Experimental 
Pathology [Brit. J. exp. Path.] 31, 5-13, Feb., 1950. 
7 figs., 6 refs. 


When weighed inocula of living Mycobacterium 
tuberculosis of human type, grown for 17 days on Léwen- 
stein medium, are injected intravenously into white mice, 
the organisms cause an infection of the lungs, loss of 
weight, and death of the animals. A strain of high 
virulence (905) in doses of 0-75 mg. caused death of 
all the mice between the 20th and 33rd days (mean 24-1), 
and 0-02 mg. in 25 to 100 days (50°, between the 25th 
and 66th days); smaller doses of the order of 0-0004 to 
0-01 mg. were associated with still longer survival times. 
With a strain of low virulence (M) and doses of 0-75 mg., 
the survival time varied from 27 to 102 days with a mean 
of 45-9 days. 

There was no evidence that remission or healing 
occurred, the infection always being progressive and 
unremitting, but a lowering of the dose or a diminution 
in the virulence of the organisms injected was associated 
with the substitution of proliferative for necrotic lesions 
in the lungs, a foam-cell reaction in the alveoli, and a 
longer survival time on the part of the animals. 

The author points out that murine tuberculosis might 
be employed for screening tests in experimental chemo- 
therapy and discusses a scheme for the pathological 
assessment of the experimental infection. R. Hare 


1889. The Biotherapeutic Action of Trypanosoma cruzi 
on Tar Carcinoma in Mice 

G. C. JeDELoo, G. O. E. LiGNac, A. J. LIGTENBERG, and 
P. H. vAN TureL. Journal of the National Cancer 
Institute [J. nat. Cancer Inst.] 10, 809-813, Feb., 1950. 
4 refs. 


Ruskin and Klyueva have reported over many years 
on the favourable therapeutic action of Trypanosoma 
cruzi and its endotoxin on carcinoma and sarcoma in 
mice and on carcinoma in man. Confirmation and 
denial of these effects have followed from other workers, 
and the present paper describes a further attempt to 
assess the validity of these claims. 

Epidermal carcinomata, produced by _ bi-weekly 
paintings with tar, were used to test the effect of endo- 
toxins from cultures of trypanosomes lysed by heat or 
distilled water. Treatment with endotoxin, sometimes 
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after infection with mouse blood containing living 
trypanosomes, was begun when papillomata first appeared 
and the size of the tumour was then measured at weekly 
intervals. The number of injections and daily dosage 
varied over a wide range—from 1 to 42 units a day over 
periods of 5 to 47 days. Neither high nor low dosage, 
even when combined with pre-treatment with living 
T. cruzi, caused any sensible effect on the development 
and growth of epidermoid carcinoma in mice, though 
slight regression of the tumour surface was observed in 
4 mice shortly before death. H. G. Crabtree 


1890. Inhibition of Mammary-gland Development and 
Mammary-tumor Formation in Female C3H Mice 
following Ingestion of Thiouracil 

C.S. DuBNIK, H. P. Morris, and A. J. DALTON. Journal 
of the National Cancer Institute [J. nat. Cancer Inst.] 10, 
815-841, Feb., 1950. 9 figs., 29 refs. 

Female C3H mice were fed, from the age of 9 weeks 
until death, on a standard diet containing 0-375 to 0:5% 
of thiouracil. The effects of this interference with 
thyroid function on body growth, mammary growth, 
oestrous activity, and tumour development were studied. 

Body growth was retarded at an early stage and the 
average body weight, after growth was complete, was 
about 9 g. less than that of the control group, although 
the mice treated with thiouracil consumed more food in 
proportion to their body weight. Oestrus was suppressed 
for the first 8 to 15 weeks of treatment and then re- 
appeared irregularly and infrequently. It was not 
correlated with mammary-gland development, which 
was arrested in the majority of treated mice and was 
resumed in only 3 mice, in which development comparable 
to that found in adult untreated virgin females was 
observed. Hyperplastic mammary nodules were reduced 
in number and size, the treated mice having an average 
of 3 to 4 per mouse as against 10 per mouse in the 
controls. Tumour incidence in the controls was 92%, 
with an average time of appearance of 330 days; the 
corresponding figures in treated mice were 19% and 391 
days. The thyroid gland was greatly enlarged, its weight 
being inversely related to body weight, mammary-gland 
development, and mammary tumour formation. 

These results are discussed in terms of hormonal 
imbalance. Thiouracil prevents the secretion of thyroxin 
by the thyroid and this is succeeded by compensatory 
oversecretion of thyrotrophin by the pituitary gland, 
which is accompanied by undersecretion of other 
trophic hormones and inadequate functioning of other 
endocrine glands. H. G. Crabtree 


1891. Mammary Tumor-agent in the Sperm of High- 
cancer-strain Male Mice 
O. MuHLBocK. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.] 10, 861-864, Feb., 1950. 10 refs. 
The author quotes a statement of Heston that “‘ when- 
ever low-mammary-tumor-strain females have been 
mated to high-mammary-tumor-strain males, the 
incidence of mammary tumors among the hydrid females 
has been consistently raised above that of the low- 
Mammary-tumor parent strain’. One possible explana- 
tion of this is that the mammary-tumour agent may be 
M—21 


transmitted by the sperm in copulation, and this has been 
tested on the following strains of mice: dba (high- 
mammary-tumour strain); C 57 (low-mammary-tumour 
strain); O20 (low-mammary-tumour strain); dz (an 
agent-free strain); Bd (hybrids from C 57 females mated 
with dba males); Odz (hybrids from O20 females mated 
with dz males). 

Sperm taken from the cauda epididymidis of C 57 
or dba strains was suspended in physiological salt 
solution and injected intraperitoneally into Bd and Odz 
hybrid females on the first, 7th, and 18th days after 
birth. As additional controls, groups of these hybrids 
received milk-factor by foster-nursing on dba females, and 
some Odz hybrid females were given intraperitoneal 
injections of blood from dba or C 57 males. Both 
types of hybrid female treated with sperm from high- 
cancer-strain males showed a high tumour incidence 
(64% and 81% respectively), but sperm from low-cancer- 
strain males produced no such effect. A parallel result 
was obtained by the injection of blood from males of 
high- and low-cancer strains. Both groups of hybrids 
receiving milk factor showed a high tumour incidence. 


~ The similarity of the response to milk factor, blood, and 


sperm suggests that sperm contains a high concentration 
of the agent. It is uncertain whether the spermatozoa 
themselves or the secretions from the cauda are the 
vectors of the agent. 
It is claimed that the results support the conception that 
the mammary-tumour agent is transmitted by copulation. 
H. G. Crabtree 


1892. Structural Differences of Proteins from Normal and 
Malignant Tissues -Assayed on Tissue Cells in vitro. 
[In English] 

A. Fiscuer. Enzymologia [Enzymologia, Amsterdam] 
14, 15-20, March, 1950. 8 figs., 22 refs. 


The author has previously shown that peptides from 
homologous proteins, in contrast to those from hetero- 
logous proteins, promote the growth of fibroblasts in 
media of dialysed plasma and embryo extract. The 
effect is shown by a time delay in the utilization of 
heterologous peptides, and makes it possible to demon- 
strate differences of protein structure between 
homologous and heterologous tissues. The same 
principle has been applied here to see whether malignant 
tissue can be differentiated from normal tissue. 

The tumours used were spindle-celled sarcomata 
induced by methylcholanthrene in Plymouth Rock fowls. 
The tumours were crushed with sand, dialysed for 
24 hours, digested for 24 hours at 38° C. and pH 3 with 
pepsin (6:25 mg. crystalline pepsin and 25 ml. water to 
each g. of tissue), neutralized, and finally sterilized in an 
autoclave; 0-1 ml. of this solution, containing 0-66 mg. 
nitrogen per ml., was added to both the solid and liquid 
phases of the dialysed culture medium in Carrel flasks. 

A pure strain of chicken-heart fibroblasts was grown 
in culture, and the growth changes induced by peptides 
from normal chick-heart tissue were compared with those 
due to peptides of tumour tissue. Growth was more 
rapid in the presence of the digest from normal tissue than 
in the presence of that from tumour tissue. Ninety 
experiments have been performed and 4 of these are 
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described in detail with graphs showing the differential 
growth rates. 

It is suggested that these results demonstrate a funda- 
mental difference in the structure of the peptides from 
normal and tumour tissue. H. G. Crabtree 


1893. Pathogenesis and Treatment of Egg-white Oedema 
in the Rat. (Etude pathogénique et thérapeutique du 
syndrome oedémateux provoqué chez le rat par l’oval- 
bumine) 

B. N. HALPERN and M. Briot. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 82, 247-296, 1950. 29 figs., 27 refs. 


This paper records some experimental results which 
support the view put forward by Halpern that anti- 
histaminic substances, particularly promethazine 
(** phenergan ”’, ‘3277 R.P. have a considerable effect 
on capillaries. The authors investigated the effects of 
various substances on the oedema, -haemoconcentration, 
and fall in body temperature which occur in rats after 
intraperitoneal injection of egg-white. Some other 
workers had previously shown that antihistaminic 
substances could prevent the appearance of oedema, but 
that adrenocortical extracts were ineffective. In the 
present work an explanation is sought of this activity of 
histamine antagonists, which Halpern had previously 
shown to prevent oedema of allergic, inflammatory, and 
toxic origin, an effect due to an action on capillary 
permeability. 

Of 600 rats injected with 1-5 ml. of fresh egg-white, 
86° developed oedema, which was particularly obvious in 
the feet and tongue and around the nose and mouth. 
The oedema was associated with a haemoconcentration 
and accompanied by a notable fall in rectal temperature. 
In rats whose adrenal glands had been removed 3 or 4 
days earlier, these effects were much more severe after 
injection of egg-white. The fall in temperature was 
especially severe, down to 30°C. or less, and most of 
the untreated rats died within 24 hours. It was relatively 
easy to obtain samples of the oedema fluid from the 
adrenalectomized animals and this was found to have a 
very high protein content. This fact, together with the 
observation that Evans blue dye, injected intravenously, 
quickly appears in the oedematous area, indicates that the 
oedema is due to an alteration in capillary permeability. 

The oedema and haemoconcentration were reduced 
or abolished by histamine antagonists, of which pro- 
methazine was most active. In descending order of 
activity, “ thephorin’’ (phenindamine), antergan’”’, 
** neoantergan (mepyramine), “* benadryl’, theny- 
lene and ** trimeton were less active; 3300 R.P.”’, 
which is only feebly antihistaminic but chemically very 
similar to promethazine, was inactive. In adrenalec- 
tomized rats, only promethazine was highly effective 
against the oedema and haemoconcentration due to 
egg-white. Because of their own temperature-lowering 
effect in the doses used (5 to 10 mg. per 100 g.) the effect 
of these antihistamine substances on the hypothermia due 
to egg-white was difficult to assess. However, sub- 
cutaneous injection of adrenaline (25 to 250 yg. per 
100 g.) protected both normal and adrenalectomized 
animals against all three effects of the injection of 


egg-white 30 to 60 minutes later. This action persists 


long after the vasoconstrictor action of adrenaline has 
passed off. A similar effect has been observed with an 


oxidation product of adrenaline [unspecified], but not — 


with adrenochrome, or ephedrine and only after very 
high doses of noradrenaline. Adrenocortical extract, 
deoxycortone acetate, and rutin were also inactive. The 
time relation of the adrenaline effect was closely similar 
to that observed by others as regards its action in increas- 
ing capillary resistance. Thus it appears that, like 
adrenaline, the antihistamine substances, and particularly 
promethazine, can prevent the effects of injected egg-white 
by an action on capillary permeability. 

[Selye, (Canad. med. Ass. J., 1949, 61, 553) has shown 
that cortisone and adrenocorticotrophin are also effective 


in preventing the development of egg-white oedema in: 


rats, although deoxycortone and an impure corticotrophic 
anterior pituitary preparation tended to aggravate the 
condition.] Derek R. Wood 


1894. Pathology and Treatment of Experimental Acute 
Pulmonary Oedema. (Etude pathogénique et théra- 
peutique de l’oedéme aigu du poumon expérimental) 

B. N. HALPERN, S. CRUCHAUD, G. VERMEIL, and J. L. 
Roux. Archives Internationales de Pharmacodynamie 
et de Thérapie [Arch. int. Pharmacodyn.| 82, 425-476, 
1950. 11 figs., bibliography. 

This paper from the H6pital Broussais, Paris, coutains 
an up-to-date account of the work done on experimental 
acute pulmonary oedema by Halpern and his colleagues. 
Some of the earlier literature on the possible mechanisms 
involved in the experimental production of pulmonary 
oedema is reviewed. The known high content of 
protein and the presence even of erythrocytes in oedema 
fluid is regarded as good evidence that there is a serious 
alteration of capillary permeability. The oedema fluid 
resulting from stasis does not have this high protein 
content. The evidence for a direct action of some 
synthetic antihistaminic substances, especially pro- 
methazine (“ phenergan”’), on capillary permeability 
is also summarized. Death followed the pulmonary 
oedema caused by intravenous injection of chloropicrin 
in all of 21 rabbits, but only 3 out of 22 rabbits died when 
given this dose of chloropicrin 30 minutes after a sub- 
cutaneous injection of promethazine (20 mg. per kg.). 
When these animals were killed, their average lung weight 
was 17 g. compared with an average lung weight of 30 g. 
in those not given promethazine. The puimonary 
oedema was not accompanriied by a rise in right ventricular 
pressure. The protective action of promethazine was 
less obvious in rabbits dying with pulmonary oedema 
after exposure to phosgene gas. 

Promethazine also gives considerable protection 
against the pulmonary oedema due to intravenous injec- 
tion of adrenaline in rabbits. For example, a dose of 
20 mg. of promethazine per kg. protected all of 16 rabbits 
against the effect of intravenous injection of 0-25 mg. of 
adrenaline per kg. The average lung weight of these 
animals was 13 g. compared with 30 g. in animals given 
the same dose of adrenaline only, of whom 10 out of 
17 died with pulmonary oedema. It was also shown that 
in animals protected by promethazine there was no 
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reduction in the systemic or pulmonary hypertension 
which followed injection of adrenaline. Thus the 
protective action appears to be independent of an 
adrenolytic action; this precludes the possibility that 
these pressor effects of adrenaline are solely responsible 


for the pulmonary oedema. The other anthistaminic 


substances, antergan’’ and “ anthisan (mepyramine 
majeate). were less effective than promethazine in pro- 
tecting against pulmonary oedema due to adrenaline. 

The possibility that histamine might be concerned in 
the production of pulmonary oedema by adrenaline was 
investigated by observing the effects of histamine given 
either with an ineffective dose of adrenaline or with a dose 
expected to cause pulmonary oedema in most of the 
rabbits. The incidence of oedema was actually less in 
animals so treated, perhaps because of the pulmonary 
arteriolar spasm produced by histamine. It appears 
unlikely that the protective effect of antergan, anthisan, 
and promethazine is due simply to their antihistamine 
activity. 

The adrenolytic substances, ‘‘ dibenamine’’ and 
dihydroergotamine, also protect rabbits from adrenaline- 
induced pulmonary oedema and reduce or abolish the 
hypertension. They are ineffective against the pulmonary 
oedema due to chloropicrin or phosgene. 

In mice promethazine is less effective, but dibenamine 
and dihydroergotamine are very active in protecting 
against pulmonary oedema due to adrenaline injected 
intraperitoneally. 

The authors conclude that the reduced mortality after 
adrenaline administration in promethazine-treated rabbits 
and mice is due to reduction or suppression of pulmonary 
oedema and that this effect is not due to an adrenolytic 
action abolishing the hypertensive effects of adrenaline, 
or specifically to antihistamine activity, but to a powerful 
action in increasing capillary resistance to the increased 
pressure. 

[Some other workers have demonstrated a similar 
protection by promethazine against adrenaline-induced 
pulmonary oedema, although others have been unable to 
doso. At least one of the latter appears to have used an 
excessive dose of adrenaline, causing 109°, mortality in 
the controls.] Derek R. Wood 


1895. The Phagocytosis of Glycogen by Leucocytes. 
(O darountose in vitro) 

N. N. TRANKVILITATI. Apxus [latonorun [A4rkh. 
Patol.) 12, No. 1, 65-68, 1950. 3 figs., 14 refs. 

It has been previously shown by the author that 
polymorphonuclear leucocytes take part in the transport 
of glycogen during the process of sensitization. In the 
present study the glycogen-carrying capacity of leucocytes 
was estimated quantitatively in human defibrinated 
blood before and after exposure to amylase. It was 
found that glycogen-containing polymorphonuclears 
usually stained diffusely with Schiff’s reagent, and less 
commonly showed a little fine granularity. In normal 
blood 71°% of the granulocytes contained a small amount 
of glycogen, and in 18-9% the quantity was considerable. 
After glycogen was added to the blood the proportion of 
leucocytes carrying a large amount of glycogen rose to 
46-3%. L. Crome 


1896. The Effect of Thyroidine on the Involution of 
Experimental Atheroma in Rabbits. (O 
Ha O6paTHOe pasBHTHE 
TaNbHOrO aTepocKNeposa y KpOsIHKa) 

Vv. V. Tararsiy and V. D. TSINZERLING. ApxHB 
Tlatronoruu [Arkh. Patol.] 12, No. 1, 44-55, 1950. 
7 figs., 12 refs. 


Atheroma was induced in rabbits by cholesterol feeding. 
The cholesterol administration was then discontinued 
and the animals were divided into 2 groups. Thyroidine 
was given to rabbits in one group, while the other group 
served as controls. These experiments showed clearly 
that the blood cholesterol level fell more sharply and 
involution of the aortic atheroma was more rapid in the 
animals receiving thyroidine. L. Crome 
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_ 1897. Multiple Cystic Softening of the Brain in the 


Newborn 

C. E. LuMspEN. Journal of Neuropathology and Experi- 
mental Neurology {J. Neuropath. exp. Neurol.] 9, 119-138, 
April, 1950. 16 figs., 29 refs. 


The author describes a case of multiple and symmetrical 
cavity formation in the brain of a 7-week-old male infant, 
conforming in type to the case described in 1941 by 
Winkelman and Moore and to the first of 2 cases reported 
by Marburg and Casamajor in 1944. Pregnancy and 
labour had been uneventful and the infant appeared 
normal for about the first 10 days of life. The symptoms 
when fully developed consisted of projectile vomiting, 
loss of weight, screaming attacks, muscular twitchings, 
and clonic movements of the limbs. The only ab- 
normality noted in the cerebrospinal fluid was a protein 
content of 64 mg. per 100 ml. The child and mother 
were both Rh-positive and Wassermann-negative. The 
parents and their families were healthy. There was one 


other child, aged 9, who was well. 


Necropsy revealed hypertrophy of the pylorus ven- 
triculi and diffuse encephalomalacia, the brain weighing 
only 230 g. instead of the normal 330 g. at this age. 
The cerebral hemispheres, although symmetrical, were 
excessively soft, but the gyri were wizened in appearance. 
A rather gelatinous, milk-like fluid exuded from the 
pseudocystic cavities, which for the most part were in 
the subcortical grey matter and the underlying white 
matter, spreading uniformly from the frontal to the 
occipital poles but at no point reaching to the ventricles. 
A meticulous search failed to reveal any evidence of 
thrombosis. Histologically, the picture was one of 
degeneration and, like that of swayback in lambs, 
differed morphologically from the more classical forms of 
leucodystrophy only in the advanced degree of lique- 
faction. Throughout, there was a brisk microglial and 
astrocytic reaction, but almost an absence of lymphocytic 
infiltration. 

The article contains a brief [but useful] review of the 
literature on the infantile encephalomalacias and the 
author draws attention to the possible role of trans- 
synaptic degeneration and the greater ferment activity 
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in the production of softening of the nervous system of 
the infant. If, he argues, a lytic ferment is liberated 
from damaged myelin which, under normal circum- 
stances, is in some way inhibited by the oligodendroglia, 
we can imagine an unimpeded spread of myelinolysis in 
an infant whose oligodendroglia is either primarily 
diseased or defective. W. H. McMenemy 


1898. Changes in the Motor Nerve Endings of Skeletal 
Muscle in Chronic Cardiac Insufficiency. (O6 usameHe- 
HHAX HEPBHbIX OKOHYAHHH 
MBILUL| MpH XPOHHYeCKOH HEMOCTATOYHOCTH) 
L. I. Fain. Apxus [latonoruu [Arkh. Patol.] 12, 
No. 1, 69-76, 1950. 6 figs., 12 refs. 


Muscles and end-organs of nerves in the muscles were 
examined histologically in 7 subjects dying in heart 
failure. Various degenerative changes were found in the 
end-plates and they are fully described in this paper. 
The changes were most marked in the respiratory muscles. 
The author does not regard them as being specific for 
heart failure since similar lesions were observed by other 
workers and by himself in other conditions. L. Crome 


1899. The Appearance of the Myocardium in Old Age 
T. H. Howe tt and A. P. PicGor. Geriatrics [Geriatrics] 
5, 90-92, March-April, 1950. 2 refs. 

This is a report on the naked-eye appearances of the 
hearts of 164 patients over 80 years of age examined 
post mortem at St. John’s Hospital, London. The 
commonest abnormality was a soft, friable condition of 
the myocardium. Diffuse fibrosis, brown atrophy, and 
coronary atheroma were frequently seen. 

[It is not stated whether this series of necropsies was 
unselected, nor is the time which elapsed between death 
and examination given. The attempt to correlate 
clinical and anatomical findings is superficial. ] 

P. D. Bedford 


1900. The Relationship of the Degree of Coronary 
Atherosclerosis with Age, in Men 

N. K. Wuite, J. E. Epwarps, and T. J. Dry. Circula- 
tion [Circulation] 1, 645-654, April, 1950. 10 figs., 
7 refs. 


The authors examined necropsy specimens of the heart 
in 600 male subjects who had died from various causes 
at ages ranging from 30 to 89 years, 100 being examined 
in each decade. Cross-sections were made and carefully 
examined at 3-mm. intervals throughout the length of 
the main stem and the anterior descending and circumflex 
branches of the left coronary artery, and of the main stem 
and the marginal and posterior descending branches of 
the right. The degree of coronary arteriosclerosis 
present, if any, was assessed on a basis of four grades 
ranging from minimal (grade 1) to complete closure 
(grade 4) in each main stem and in the proximal, middle, 
and distal segments of each branch. It was found that 
the average degree of sclerosis present increased steadily 
with the subject’s age from 30 to 60 years, but decreased 
slightly in those over 60 years of age. Sclerosis was 
most marked in the proximal segment of the anterior 
descending branch, reaching grade 3 in 11% of those 
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dying between 50 and 60 years. Sclerosis was least 
marked in the small marginal branch of the right 
coronary; in the remaining arteries, including the right 
coronary and its posterior descending branch, the degree 
was approximately equal. Hypertension, as evidenced 
by cardiac enlargement, had little effect on the amount 
of sclerosis, which was only 10°% greater in subjects with 
hearts which weighed 450 g., or more, than in those 
which weighed less. C. W. C. Bain 


1901. Sudden Death during Childhood with Xanthoma 
Tuberosum. Review of Literature and Report of a Case 
R. H. RiGponN and G. WILLEFORD. Journal of the 
American Medical Association [J. Amer. med. Ass.| 142, 
1268-1271, April 22, 1950. 3 figs., 32 refs. 


The authors were impressed by the association of 
subcutaneous xanthomata with widespread cholesterol 
plaques on the heart valves and aorta and its main 
branches, recorded in 18 out of 24 cases of sudden cardiac 
death occurring in children under 16. They report a 
further case in a white boy aged 12, who died within an 
hour of the onset of symptoms, and describe histological 
and pathological details which contrast with the experi- 
mental lesions described by Cowdry in rabbits. They 
consider that the infiltration by lipoid-holding cells cuts 
off the blood supply through the intima to the media, 
resulting in degeneration and fibrosis of the latter. 
Narrowing of the lumen causes further obstruction to the 
blood flow. E. T. Ruston 


1902. A Study of the Anatomy, Radiology, and Histology 
of Calcification of the Orifices of the Heart. (Etude 
anatomique, radiologique et histologique des calcifica- 
tions cardiaques orificielles) 

Y. Bouvrain and J. Bescor-Liversac. Archives des 
Maladies du Ceur et des Vaisseaux [Arch. Mal. Ceur] 43, 
289-311, April, 1950. 16 figs., bibliography. © 


Macroscopical, radiological, and histological studies 
were made of examples of calcific disease of the heart 
valves. In 12 cases of aortic disease calcification was 
more marked than stenosis, and in 6 stenosis was more 
marked than calcification. Of the first group, 11 were 
associated with, and probably due to, arteriosclerosis. 
Of the second group, 5 were associated with mitral 
stenosis and probably due to chronic sclerosing endo- 
carditis of essentially rheumatic origin. In 12 out of 
23 cases of mitral calcification mitral stenosis was present, 
and in 8 of the 12 there was associated aortic disease. 
In 10 out of 12 there was a history of rheumatic disease. 
Of 11 cases of mitral calcification without stenosis, 10 were 
due to atheroma, mostly in elderly subjects. Radio- 
logical studies on 24 post-mortem specimens showed 
4 cases of purely aortic, and 8 of purely mitral, valvular 
calcification. In 7 cases there was advanced calcification 
in the coronary arteries also. 

In the histological studies an attempt was made to 
trace the development of calcification. Both atheroma 
and chronic sclerosing endocarditis attack the internal 
lamina of the cardiovascular system. Both are followed 
by necrosis, mainly of the hyaline type, and slight 
caseation. Sclerosis proceeds, especially near the 
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foci of necrosis. Formation of young connective tissue, 
round-cell infiltration, and young capillary formation 
follow, as in any reactionary inflammation, and eventually 
calcification develops, sometimes with osseous meta- 
plasia to tissue containing bone and occasionally active 
bone marrow. E. Neumark 


1903. A Study of the Histogenesis of Osteo-arthritis. 
Origin and Development of Marginal Lipping. (Ricerche 
sull’istogenesi_ dell’artrosi deformante. Origine e 
sviluppo dei cercini marginali) 

A. Ropeccui and F. Pino-SaccaA. Revue du Rhumatisme 
[Rev. Rhum.] 17, 149-171, April, 1950. 16 figs., 23 refs. 


In 15 cases of osteo-arthritis the proximal inter- 
phalangeal joints were examined at necropsy and radio- 
logical and histological studies made. The production 
of fresh cartilaginous tissue occurs at two distinct 
sites—at the level of the reflection of the synovial mem- 
brane and at the junction of cartilage and periosteum. 
These two zones are mainly made up of cartilage consist- 
ing of small cells and are surrounded by young connective 
tissue. Cartilage may, however, be formed in any part 
near the articular margin. Young connective tissue is 
formed which becomes transformed into denser tissue 
which in turn undergoes cartilaginous change and may 
or may not undergo ossification. Similar changes may 
be observed where tendons are inserted in the shaft of 
bones. Lipping is not always due to traction, but results 
from regressive changes which cause loss of elasticity of 
the articular cartilage. The widened articular surfaces 
help to distribute the physical forces acting on the joints 
more evenly. E. Neumark 


1904. The Effect of Streptomycin on the Morphology of 
the Tuberculous Lesion 

M. C. SILVERTHORNE and G. SILVERMAN. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 61, 525-542, 
April, 1950. 18 figs., 4 refs. 


The gross and microscopical appearance of tuberculous 
lesions after streptomycin treatment are described. 
The material was obtained at post-mortem examination 
from 20 subjects, of whom 3 were infants with primary 
tuberculosis complicated by miliary and meningeal 
involvement, 6 were adults with post-primary haemato- 
genous tuberculosis, and 11 were adults with chronic 
pulmonary disease. Streptomycin had been given in 
divided doses by the intramuscular route in total amounts 
ranging from 12 to 218 g. For comparison 20 fatal cases 
of tuberculosis not treated with streptomycin were 
studied. 

(1) Primary: In one case of primary tuberculosis 
treated with streptomycin the Ghon focus was identified 
and showed healing by fibrosis without caseation or 
calcification. Complete healing of miliary foci in the 
lungs was noted in all 3 cases. The primary complex 
was caseous in all of 4 cases not treated with streptomycin 
and healing was incomplete in disseminated miliary 
lesions. Treated cases showed caseation and fibrosis of 
the meinnges and intimal hyperplasia of the meningeal 
vessels. Similar but less marked changes were seen in 
One untreated case. 


(2) Haematogenous: A tendency to healing of foci 
with scarring was a prominent feature in streptomycin- 
treated cases. Thickening of the meninges and vascular 
changes, including arteritis, thrombosis, and intimal 
hyperplasia, were noted. Extrapulmonary tuberculous 
lesions, especially those in the prostate, were caseous and 
active, and appeared to be unmodified by streptomycin 
therapy. The healing tendency was also evident in the 
untreated group, and was most marked in small tubercles. 
Meningeal reactions were caseous and exudative in all of 
11 untreated cases, and fibrotic in 5. 

(3) Chronic: Most of the cases in this group were of 
advanced bilateral disease with bronchogenic spread. 
Clinically, streptomycin appeared to have little or no 
effect on the progress of the disease, and there was little 
evidence of healing in tissues examined post mortem. 
Thick-walled cavities were unaffected by streptomycin. 

The main impression formed from this study was that 
the natural healing process was more advanced and 


- complete in cases treated with streptomycin. None of the 


pathological changes observed was sufficiently distinctive 
to be considered peculiar to the effects of the drug alone. 
G. B. Forbes 


1905. Pathology of Pulmonary Tuberculosis, as Modified 
by Streptomycin Therapy 

H. W. MAHON. American Review of Tuberculosis 
[Amer. Rev. Tuberc.| 61, 543-555, April, 1950. 22 refs. 


Specimens of lung, removed surgically or obtained at 
necropsy, provided the material for this study. The 
55 surgical specimens were from patients with localized 
chronic pulmonary tuberculosis who had streptomycin 
for at least one week before operation. Of the 56 
subjects who came to necropsy, 43 had chronic fibro- 
caseous phthisis, and 13 generalized miliary tuberculosis; 
all these patients had been treated with streptomycin. 

Necropsy specimens: In the group with miliary 
tuberculosis the most striking effect of streptomycin 
was seen in the fresh disseminated pulmonary lesions, all 
of which showed complete fibrous regression. By con- 
trast, untreated cases had progressed to caseation and 
necrosis with surrounding perifocal reaction. Strepto- 
mycin appeared to be less effective in extrapulmonary 
miliary lesions. Eight of the 13 patients in this group 
had died from tuberculous meningitis. 

Difficulty was experienced in evaluating the effect of 
streptomycin in chronic: pulmonary tuberculosis, since 
most of these cases showed evidence of healing together 
with areas of actively progressing disease. The impres- 
sion was formed that streptomycin was of very limited 
value in fibrocaseous phthisis, and was certainly useless 
once the organisms had developed resistance. 

Surgical specimens: The peribronchial and hilar 
lymph nodes showed scattered tubercles of the sarcoid 
type with minimal caseation. Thin-walled cavities were 
lined with healthy, highly vascular granulation tissue. 
Thick-walled cavities and tuberculomata appeared to be 
uninfluenced by streptomycin; the caseous cores of 
tuberculomata were assayed for streptomycin with 
negative results. There was little evidence of active 
tuberculosis in the walls of bronchi, even when they 
communicated directly with cavities. 
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There were no specific histological changes which 
could be attributed to the direct action of streptomycin. 
It appeared that streptomycin, by inhibiting multiplica- 
tion of tubercle bacilli, accelerated the natural healing 
process in the host’s tissues. G. B. Forbes 


1906. The Morbid Histology of Biliary Retention. 
(Etude histopathologique de la rétention biliaire) 

J. Carout, A. PARAF, and J. Semaine des 
Hopitaux de Paris [Sem. Hép. Paris] 26, 743-759, 
March 2, 1950. 8 figs., bibliography. 


The authors produce evidence to show that biliary 
retention in the course of hepatitis is due to a mechanical 
obstruction at the periphery of the lobule bordering on 
the capillary—canalicular junction, at the level of the 
joint or canal of Hering. This theory has already been 
accepted by several authors—but only for certain parti- 
cular forms of icteric hepatitis such as chronic icterus 
occurring in the course of alcoholic cirrhosis (Fiessinger), 
genuine cholestatic hepatitis with jaundice (Hanger and 
Gutman, Noél, Caroli and Paraf, Watson and Hoffbauer) 
and acute atrophy of the liver (Lucké). The authors 
now claim to have shown that at all stages in the evolution 
of all clinical and aetiological types of icteric hepatitis 
signs of intralobular cholestasis—hypertrophied canali- 
culi engorged with inspissated bile—are demonstrable. 
These intraparenchymal signs are exactly the same as 
those found in cases of obstruction of the bile duct, 
which explains why, in most cases, puncture-biopsy 
examination of the liver cannot provide a diagnosis in 
cases of jaundice. Histological differences are not found 
in the heart of the lobule, but at the level of the portal 
spaces, where the canals are dilated and engorged in 
jaundice due to obstruction of the bile duct, but of 
normal calibre in jaundice of non-obstructive origin. 
The fact that signs of intralobular cholestasis have only 
occasionally been found by most other authors in cases of 
icteric hepatitis is attributed to faulty technique, it being 
stated that the majority of the biliary structures are in 
fact destroyed or rendered unrecognizable by most 
histological manipulations and that the best results 
are obtained with Stein’s stain (simple Lugol technique). 

The authors claim that the theory of biliary retention 
in the course of hepatitis should replace other widely 
accepted theories such as rupture of interstitial canaliculi. 
rupture of the ampulla, or inhibition of excretion. 
It would account also for the frequently anomalous 
results of laboratory tests used in the differential diagnosis 
of jaundice and explain the efficacy of certain forms of 
treatment—such as duodenal drainage (intubation)—in 
cases of prolonged jaundice following hepatitis. It 
should be taken into account in any attempt to classify 
the types of jaundice. M. Beaton 


1907. Histochemical Demonstration of Sulphonamides 


in Organs, with Special Reference to the Kidneys. (Der 
histochemische Sulfonamidnachweis in parenchymatésen 
Organen, insbesondere der Niere) 

E. AucGustin. Geburtshilfe und  Frauenheilkunde 
[Geburt. u. Frauenheilk.| 10, 289-300, April, 1950. 
7 figs., 25 refs. 


PATHOLOGY 


1908. The Histology of the Duodenum in Congenital 
Hypertrophic Pyloric Stenosis. (Aspetti istopatologici 
del duodeno nella stenosi ipertrofica antropilorica del 
lattante) 

G. Nigro. Clinical Pediatrica (Clin. pediat., Bologna) 32, 
119-130, March, 1950. 6 figs., 19 refs. 


The author adds to his previous work on the pathology 
of congenital hypertrophic pyloric stenosis (Clin. pediat., 
Bologna, 1947, 29,1; Abstracts of World Medicine, 1947, 
2, 421) an account of observations on 5 patients who 
underwent operations of the Hildebrand type, of whom 
4 survived and 1 died. He sets out to answer the question 
whether the duodenum takes part in the abnormal 
hypertrophy and, if so, to what extent it is involved in 
the pathogenesis of the disease. Normally the circular 
muscle of the pylorus is separated from that of the 
duodenum by a band of connective tissue, whereas the 
longitudinal fibres continue uninterrupted into the 
duodenum. In 4 of the present cases, sections showed 
clearly that there was no such separation and that there 
was, in addition, a disordered hypertrophy of the muscle 
tissue of the duodenum, similar in every way to that 
found in the pylorus and quite unlike the work-hyper- 
trophy seen, for example, in the body of the stomach in 
long-standing cases. Both connective tissue and mucosa 
(especially the glands of Brunner) were involved and the 
myenteric plexuses showed hyperplasia. Removal of 
the tumour, as in the Hildebrand operation, may present 
difficulties because of the great disorganization. 

The author concludes that congenital hypertrophic 
pyloric stenosis represents a hyperplasia, consequent 
upon a primary dysplasia of the nervous elements, of 
the tissues not only of the pylorus, but also of the first 
part of the duodenum. A. Paton 


1909. Placental Metastases in Malignant Disease 
Complicated by Pregnancy. With a Report of Two Cases 
S. BENDER. British Medical Journal (Brit. med. J.| 1, 
980-981, April 29, 1950. 11 refs. 


The author reviews the literature on _ placental 
metastases in pregnancy and tabulates the findings in the 
7 cases already on record. To these he adds 2 cases. 

The first was in a woman, aged 22, who 6 months 
previously had had a carcinoma of the ethmoid excised. 
Although she complained of pain in the back and thighs, 
no evidence of metastases was found and labour was 
induced. The baby, about 37 weeks, was alive and well 
6 months after delivery. The placenta, apart from some 
** infarcts ’’, appeared to be normal to the naked eye, but 
histologically many groups of carcinoma cells were seen 
both in the normal parts and in the “ infarcts’’. No 
metastases were seen in the umbilical cord. Ten weeks 
later the mother died with evidence of secondaries in the 
liver, abdomen, and scalp; permission for necropsy was 
refused. 

The second case was in a woman, aged 40 years, who 
had pain in the right subcostal region and jaundice. 
The liver was greatly enlarged, nodular, and tender. 
Eight hours after delivery the mother died and necropsy 
revealed a mucoid, undifferentiated adenocarcinoma of 
the stomach with secondaries in the liver and two 
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regional lymph nodes. The baby was of 30 weeks’ 
maturity and died 36 hours later. No metastases were 
found in any organ, or in the umbilical cord. The 
placenta appeared normal to the naked eye, but micro- 
scopically contained many foci of carcinoma cells. 

In both cases the deposits were found in the intervillous 
space and no invasion of the villi was observed. As 
these 2 cases occurred within a space of 7 months the 
author rightly urges routine histological examination of 
the products. of gestation in all cases of pregnancy in 
women suffering from malignant disease. 

R. B. T. Baldwin 


CLINICAL PATHOLOGY 


1910. The Facilitation of Cytological Diagnosis by the 
Method of Papanicolaou and Traut of Uterine Carcinoma 
in the Menopause by Previous Treatment with Follicular 
Hormone. (Die Erleichterung der zytologischen Diag- 
nose des Uteruskarzinoms nach Papanicolaou und Traut 
in der Menopause durch Vorbehandlung mit Follikel- 
hormon) 

H. HAHN. Zentralblatt fiir Gyndkologie [Zbl. Gyndk.] 
72, 294-299, 1950. 4 figs., 44 refs. 


Cells similar to cancer cells may be found in vaginal 
smears from women after the menopause, particularly 
from those with senile vaginitis, who, however, do not 
show any signs or symptoms of cancer. These cells 
originate in the deep layers of the vaginal epithelium 
which, at this age, is deprived of a protective covering 
from the superficial layers because the proliferative action 
of the follicular hormone is then lacking. A simple 
method may be used in the diagnosis of a doubtful case: 
oral administration of follicular hormone will produce 
orderly proliferation of the vaginal epithelium, with the 
result that the suspected cells will soon be replaced by 
those normally seen in the vaginal smears of healthy 
women before the menopause. True cancer cells will 
not show any change in structure. In this way it may 
be possible to confirm the diagnosis in a short time, and 
thus avoid repeated biopsies and save valuable time. - 

W. Mestitz 


1911. The Serum Tryptophane—Perchloric Acid Reaction 
as a Measure of Tissue Destruction 

J. W. Keyser. Journal of Clinical Pathology [J. clin. 
Path.] 3, 106-113, May, 1950. 3 figs., 23 refs. 


In a number of diseases, especially those which, like 
tuberculosis and cancer, are associated with tissue 
breakdown, there is an increase in the polysaccharide 
content of the serum. The polysaccharide, probably 
derived from nucleic-acid breakdown, gives a colour 
reaction (the TA reaction) when heated with tryptophan 
and perchloric acid, the intensity of which can be 
measured in an absorptiometer. The reaction is not 
given by glucose, urea, uric acid, or creatinine. The 
Present investigation was carried out on serum from 
7 patients with burns, whose nitrogenous excretion was 
Studied at the same time. In 6 of these patients the 
intensity of the TA reaction rose to 32% to 156% above 


CLINICAL PATHOLOGY 


487 


the value on the day of the burn. In the more severely 
burned of 2 patients studied side by side, a greater 
excretion of creatine and total nitrogen occurred, together 
with a greater rise in the TA reaction value. Serum 
protein levels showed no correlation with the TA reaction. 
The results given seem to show that the serum trypto- 
phan-perchloric-acid reaction gives an indication of the 
degree of tissue destruction. A. Michael Davies 


1912. On Hyaluronidase Inhibitors in Human Blood. 
[In English] 

E. KULONEN. Acta Medica Scandinavica [Acta med. 
scand.| 136, 401-407, 1950. 1 fig., 27 refs. 


A method for determination of hyaluronidase inhibitor 
in plasma is described. A mixture of sodium chloride, 
citrated plasma, and enzyme was adjusted to pH 7:05. 
Hyaluronic acid was added and later turbidometric 
estimations were made. The enzyme came from a 
streptococcal culture grown on casein hydrolysate and 
precipitated and purified. Plasma with 0-78°% sodium 
citrate proved a suitable diluent. Hyaluronidase was 
inhibited most at 56°C. The inhibition was most 
marked in acute infections, and less so in cases of 
malignant disease. E. Neumark 


1913. Immunological Aspects of the Thymol-turbidity 
Reaction 

J. R. MARRACK, R. G. S. JoHNs, and H. Hocn. British 
Journal of Experimental Pathology (Brit. J. exp. Path.} 
31, 36-44, Feb., 1950. 5 figs., 19 refs. 


Antisera were prepared by immunizing rabbits against 
Kendall’s x-globulin. This is a fraction of human 
serum that is not precipitated by dialysis against distilled 
water, but is precipitated by one-third saturation with 
ammonium sulphate. Sera so produced precipitated 
readily with human Kendall «-globulin, with human 
y-globulin prepared by electrophoresis, and with 
y-globulin present in normal serum, but only to a trifling 
extent with other serum fractions; no antigenic difference 
could be detected between the proteins reacting with 
the antisera. No evidence could be found of the 
presence in the serum of 2 patients suffering from liver 
disease of a globulin reacting with anti-y-globulin 
antisera, but migrating faster than y-globulin. 

The protein recovéred from the floccules produced in 
the thymol-turbidity test behaved in reactions with anti- 
y-globulin antisera as if 70% of it were y-globulin. 
Rabbits immunized against this protein produced mainly 
anti~y-globulin antisera. Electrophoretic examination of 
serum, and of the supernatant after flocculation in the 
thymol-turbidity test, showed in one instance a reduction 
in y-globulin content after flocculation by an amount 
somewhat less than that recovered from the floccules. 

[It is obvious that physical methods and immunological 
methods may separate proteins in very different ways.] 

C. L. Oakley 


1914. Crystalline Constituents of the Cerebrospinal 
Fluid. (I cristalli del liquor) 

D. Corsino. Rivista di Neurologia [Riv. Neurol.] 20, 
1-22, Jan.—Feb., 1950. 10 figs., 28 refs. 
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1915. Fortuitous Factors Affecting the Leucocyte Count 
in Blood from the Ear 

H. C. Lucey. Journal of Clinical Pathology [J. clin. 
Path.) 3, 146-151, May, 1950. 3 refs. 


The percentage of monocytes in the first drop of 
blood taken after pricking the border or lobule of the ear 
was found to be considerably higher than that in the 
third drop. The monocyte count in any drop from the 
nail base or pulp of the finger was substantially the same 
as that in the third drop from the ear and in the venous 
blood. The first drop from the ear in 6 normal patients 
and 3 with malaria also gave a higher total leucocyte 
count, with distortion of the differential count. When 
the ear was massaged before puncture, there was no 
difference in total and differential count between the 
first and third drops. The blood was sucked up into a 
leucocyte-counting pipette and the total and differential 
counts (400 cells were counted in each film) were made 
from the same well-mixed drop. 

The author attributes these results to capillary stasis 
in the ear, a phenomenon which, owing to muscular 
movements, does not occur in the finger. The differences 
in leucocyte counts from the ear are far less marked when 
the patient is recumbent or when the ear is warm. 
Cleaning the skin of the ear with alcohol or ether is not 
considered to be necessary and may be harmful; the 
author advises preliminary massage of the part between 
finger and thumb, the use of a sterile pricker, and rejection 
of the first drop or two of blood. 

A. Michael Davies 


1916. The Air Turbine Hematocrit for Measurement of 
the Relative Volume of Packed Red Cells 

M. M. StrumiA and L. A. PRINCIPATO. American 
Journal of Clinical Pathology {Amer. J. clin. Path.] 20, 
419-428, May, 1950. 6 figs., 3 refs. 


By the authors’ method haematocrit values are 
determined as follows. Blood is drawn without stasis 
from a vein and placed in tubes containing double 
oxalate (0-3 ml. mixture of 0-4 g. potassium oxalate 
monohydrate and 0-6 g. ammonium oxalate monohydrate 
in 100 ml. water per 2 ml. blood). From these tubes 
uniform capillaries are two-thirds to three-quarters 
filled, and then flame-sealed to give a flat internal base. 
They are then centrifuged at 14,000 r.p.m. for 2 minutes, 
followed by 4 minutes at 20,000 r.p.m., in a compressed- 
air-driven turbine centrifuge. They are then placed 
vertically and the relative volume of erythrocytes is 
measured with a suitable scale. 

It is claimed that the results are reproducible within 
+0-5%; the limits by Wintrobe’s method are stated 
to be +2-°5%, while the errors of the haemoglobin 
estimation and erythrocyte count are stated to be 
+5% and +6% respectively. 

[The technicians in this laboratory seem to be super- 
men. It is stated that “* each technician filled one pipet 
and routinely counted the red cells on five squares of the 
standard counting chamber. If the values obtained for 
any of the squares varied more than 10%, another 
counting chamber was filled from the same pipet and the 
count repeated’. It is easy to show, if this means that 


no count in a single square varied more than 10% from 
the mean of the counts, that 400 cells must have been 
counted in each square; if it means that no count in a 
single square differed from the mean by more than 5%, 
then 1,600 cells must have been counted in each square. 
It is not stated that a// the counts were repeated.] 

C. L. Oakley 


1917. The Serum Antiproteolytic Reaction of Patients 
with Lesions of the Stomach and Duodenum 

E. E. Ciirrron and L. E. YOUNG. Cancer [Cancer 
3, 488-492, May, 1950. 6 refs. 


A high value in the serum antiproteolytic reaction, 
measured by the capacity of the serum to inhibit digestion 
of fibrinogen by trypsin (Clark et al., Proc. Soc. exp. Biol., 
N.Y., 1948, 69, 276), was found in a large percentage of 
cases of carcinoma of the stomach. Such high values 
are only rarely found in cases of benign lesions of the 
stomach or duodenum, except in the presence of gross 
haemorrhage or perforation. It is suggested that, 
although an elevated antiproteolytic reaction is not 
diagnostic of carcinoma, it can be of considerable value 
as a confirmatory or screening test suggesting more 
thorough observation, and is helpful in reaching a 
diagnosis in cases of gastro-duodenal disease. 

L. A. Elson 


1918. Enzyme Studies on Human Blood. VII. Pro- 
thrombin as Determined with the Isolation Technic, in 
Patients Receiving Dicumarol 
G. Y. SHINOWARA and W. B. SMITH. American Journal 
of Clinical Pathology {Amer. J. clin. Path.] 20, 341-348, 
April, 1950. 3 figs., 18 refs. 


Prothrombin levels in the blood of 10 patients receiv- 
ing dicoumarol were determined by the one-stage 
technique of Quick and the homologous isolation 
technique previously described by Shinowara (Amer. J. 
Physiol., 1949, 159, 303). 

Estimated by the one-stage method, prothrombin 
levels appeared to fall, in persons receiving conventional 
doses, to a 30% level on the third day. The prothrombin 
levels measured by the isolation technique in the same 
patients did not fall to this level for 6 days or longer. 
After one week of therapy there was excellent correlation 
of results, especially in the therapeutic range. It is 
argued that dicoumarol has an anticoagulant effect in 
addition to that of lowering prothrombin level. It was 
also found that the results in the isolation technique are 
not affected by the previous administration of heparin, 
whereas the figures obtained by the one-stage technique 
showed diminution for about 4 hours after intravenous 
injection of heparin. H. Caplan 


1919. A New Improved Method for Determination of 
Prothrombin Levels in Blood 

A. GOLDFEDER, D. BLooM, and M. WEINER. Science 
[Science] 111, 365, April 7, 1950. 1 fig., 4 refs. 


1920. Prothrombin Estimation and Dicoumarol Therapy 
M. Toouey. British Medical Journal (Brit. med. J.) 1, 
518-520, March 4, 1950. 5 refs. 
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VIRUSES 


1921. Attempts to Cure Parakeet Psittacosis Carriers 
with Aureomycin and Penicillin 

S. F. QUAN, K. F. Meyer, and B. Eppie. Journal of 
Infectious Diseases [J. infect. Dis.] 86, 132-135, March- 
April, 1950. 10 refs. 


Approximately 50% of parakeets become carriers of 
psittacosis virus 1 to 2 months after experimental 
infection. The authors attempted, without success, to 
reduce this rate of carriage by treatment with penicillin 
and aureomycin. The virus was recovered from the 
abdominal organs of 50% of penicillin-treated and 40% 
of aureomycin-treated birds one month after infection. 

G. B. Forbes 


1922. The Actions of Sulfonamide Compounds and 
p-Aminobenzoic Acid on the Virus of Lymphogranuloma 
Inguinale and Typhus Rickettsiae in vitro. [In English] 
N. TAKEMORI. Japanese Medical Journal (Jap. med. J.] 
2, 1-8, Feb., 1949. 18 refs. 


It is often stated that viruses of the psittacosis-lympho- 
granuloma-venereum group are very closely related to 
pathogenic rickettsiae. The observations here reported 
suggest that there are distinct metabolic differences. In 
tissue cultures, as in mice, sulphonamides inhibit the 
growth of the virus of lymphogranuloma venereum; 
the growth of typhus rickettsiae is not so inhibited. 
p-Aminobenzoic acid (PABA) and procaine antagonize 
the inhibition by sulphonamides of lymphogranuloma 
venereum virus in tissue culture as they do in vivo. 
PABA and its esters, procaine and anaesthesine 
accelerate the growth of the virus of lymphogranuloma 
venereum, but inhibit the growth of typhus rickettsiae in 
vitro. In tissue cultures it is possible to obtain growth of 
the virus of lymphogranuloma venereum and typhus 
rickettsiae in the same cell; there is thus no interference, 
but with the appropriate drug it is possible to inhibit 
the growth of one organism and stimulate the growth of 
the other. G. M. Findlay 


1923. Virus Exaltation 

G. M. FinpLay and E. M. Howarb. British Journal of 
Experimental Pathology (Brit. J. exp. Path.] 31, 45-50, 
Feb., 1950. 16 refs. 


Columbia SK virus of encephalo-myocarditis, injected 
intraperitoneally into mice in doses of 0-2 ml. of mouse 
brain diluted 10-6 to 10-?°, usually kills only a proportion 
of the animals. If, however, it is preceded by an intra- 
peritoneal injection 3 hours previously of 0-2 ml. of a 
1 in 10 suspension of mouse cord infected with the 
M.E.F.I. strain of mouse-adapted poliomyelitis virus, 
the virulence of the SK virus is considerably increased 
and more of the mice die. A similar enhancement 
of virulence was obtained when the Watt strain of mouse 
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encephalomyelitis virus was substituted for the M.E.F. 
virus. If the M.E.F. virus was heated, or if normal 
mouse cord was used, there was no enhancement. If 
24 hours were allowed to elapse between the injections of 
the two viruses, there was no enhancement. 

The authors point out that in the two other examples 
of enhancement of virulence now known, in herpes 
simplex and pseudorabies (Lépine and Marcanec, 
Ann. Inst. Pasteur, 1948, 75, 192) and tick-borne fever 
and louping ill (Gordon et al., J. comp. Path., 1932, 45, 
301), as in their own examples, neurotropic virus infec- 
tion is involved, in which there is a preliminary phase 
during which the virus is present in the blood stream. 
This suggests that the enhancement may be due to facilita- 
tion of the passage of the virus across the blood-brain 
barrier. R. Hare 


1924. Morphological Observations by Electron Micro- 
scopy of the Brunhilde Strain of Poliomyelitis Virus 

R. L. REAGAN, D. M. SCHANCK, and A. L. BRUECKNER. 
Journal of Infectious Diseases [J. infect. Dis.] 86, 295-296, 
May-June, 1950. 1 fig., 2 refs. 


Studies under the electron microscope of spinal cords 
of monkeys infected with the Brunhilde strain of polio- 
myelitis show that the virus particles are from 20 to 
50 my in size, slightly asymmetrical, and almost spherical. 
A few filamentous forms were noted. Simiiar bodies 
could not be demonstrated in normal monkey cord 
treated in the same way. A monkey injected intra- 
cerebrally with concentrated material developed polio- 
myelitis on the sixth day. G. M. Findlay 


1925. Studies on Entry and Egress of Poliomyelitis 
Infection. II. Entry and Spread after Exposure of the 
Trigeminal Nerve 

H. K. Faser, R. J. SILVERBERG, and L. DonG. Journal 
of Experimental Medicine {J. exp. Med.] 91, 549-560, 
May 1, 1950. 8 refs. 


Further experiments on the spread of poliomyelitis 
through the nervous system in rhesus monkeys are 
described. In this series the right infraorbital section of 
the maxillary division of the trigeminal nerve was 
exposed and divided, the cut end then being dipped for 
10 minutes in a 20% suspension of cord infected with the 
Cam strain. Groups of animals were killed at intervals 
and serial sections prepared from appropriate ganglia. 
No significant changes were seen after 2 days, but by the 
3rd day 3 or 4 animals showed severe lesions of the 
ipsilateral Gasserian ganglia. By the Sth day all animals 
had developed severe lesions of the ipsilateral ganglia, 
one showed definite lesions in the contralateral ganglia, 
and in most cases well-marked changes were apparent in 
the central nervous system. Between the 6th and 


_ 10th days clinical manifestations of the disease appeared, 


together with extensive invasion of the brain and spinal 
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cord. It is thus clear that infection spreads centripetally 
from peripherally exposed nerve endings. In some cases, 
however, the virus may not progress further than the 
Gasserian ganglia, wheras in others it extends to the 
central nervous system with initial involvement of the 
trigeminal centres of the pons and medulla by the 4th day. 
Thereafter infection spreads rapidly and reaches the cord 
by the 6th day. The authors consider that these events 
are closely parallel to the sequence observed in human 
cases of poliomyelitis. J. F. McCrea 


BACTERIA 


1926. Jn vitro Susceptibility of Pathogenic Staphylococci 
to Seven Antibiotics. With a Note on the Changing 
Resistance of Staphylococci to Penicillin. Jn vitro 
Susceptibility of Hemophilus influenzae to Seven Antibiotics 
(Penicillin, Streptomycin, Bacitracin, Polymyxin, Aero- 
sporin, Aureomycin and Chloromycetin). 

M. FINLAND, P. F. FRANK, and C. WILCOX. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 20, 
325-334 and 335-340, April, 1950. 3 figs., 30 refs. 


The sensitivity to seven antibiotics of strains of patho- 
genic staphylococci from patients with various infections 
was determined. Tests were carried out by tube and 
plate dilution methods. Of a total of 497 strains tested, 
about two-thirds were most sensitive to penicillin, the 
decreasing order of sensitivity to, the other antibiotics 
being : aureomycin, chloramphenicol chloromycetin ”’), 
streptomycin, bacitracin, aerosporin, and polymyxin, 
the last-named being virtually inactive. Penicillin and 
streptomycin showed the widest variations in activity. 
There was a markedly higher sensitivity to penicillin in 
strains isolated before 1946 than in those isolated after 
1946, but there was no observable difference between 
those isolated in 1946-7 and those isolated in 1948-9. 

The sensitivity of a number of strains of Haemophilus 
influenzae towards the same seven antibiotics was 
determined. All the antibiotics except bacitracin, which 
was inactive, showed a similar level of activity. 

P. B. Marshall 


1927. The Sensitivity of Salmonellae and Shigellae to 
Streptomycin 

O. FELSENFELD, I. F. Vouint, and L. M. GONZALEZ. 
American Journal of Digestive Diseases {Amer. J. digest. 
Dis.] 17, 108-110, April, 1950. 14 refs. 


Salmonella and shigella strains (collected in 1946-8) 
were examined for streptomycin sensitivity by a turbidi- 
metric method and a new colour indicator method. 
Comparison showed an agreement of P<0-01 between 
the two methods. For the colour indicator method the 
medium used was tryptose, 15-0 g.; NaCl, 5g.; dextrose, 
10 g.; distilled water, 1 litre; pH was adjusted to 7-4 to 
7-6, and Andrade’s indicator, 10 ml., and 0-4% aqueous 
solution bromthymol blue, 4 ml.,added. The medium was 
autoclaved at 15 Ib. per sq. in. (1 kg. per sq.cm.). Nine 
tubes, each with 1 ml. of the above medium, were set up; 
1 ml. streptomycin solution containing 200 xg. was added 
to the first tube, and serial dilutions made to contain 


100 to 0-78125 yg. streptomycin, the last tube being 
left without the drug as a control. The inoculum was 
0-01 ml. of a 24-hour culture in tryptose broth. Tubes 
were read next day for yellow or red discoloration of 
the medium. Of the 290 salmonella strains tested 
19-2% required 25 yg., and 4-1% 50 yg. or more strepto- 


‘ mycin to check their growth. The ‘corresponding 


percentages for shigellae were 12-5 and 1-7 respectively, 
A year-by-year (1946, 1947, 1948) increase in the relative 
number of resistant strains of salmonella and shigella 
was noted. Joyce Wright 


1928. The Susceptibility in vitro of Some. Salmonella 
and Shigella Strains to Chloramphenicol and Aureomycin. 
(Kansligheten in vitro for chloromycetin och aureomycin 
hos tyfus-, paratyfus- och dysenteribakterier) 
K. ALIN and G. WALLMARK. Nordisk Medicin (Nord. 
Med.] 43, 663-665, April 21, 1950. 15 refs. 


A number of strains of salmonella and shigella recently 
isolated in Sweden were tested in vitro for sensitivity to 
aureomycin, chloramphenicol, and streptomycin. Agar 
plates containing varying concentrations of the anti- 
biotics were inoculated with the test organisms, and the 
lowest concentration giving complete inhibition of 


growth after incubation at 37° C. for 18 hours was noted. - 


A total of 75 strains was tested, including Salmonella 
typhi, Salm. paratyphi B, Salm. typhi-murium, Salm. 
bareilly, Salm. montevideo, and Shigella sonnei. 
Aureomycin was the most active compound, and 
inhibited all strains in a concentration of 8 yg. per ml.; 
chloramphenicol produced complete inhibition in a 
concentration of 16 yg. per ml., and several strains 
survived exposure to higher concentrations of strepto- 
mycin. The average level of aureomycin in blood is 
lower than the concentration required for complete 
inhibition of these strains in vitro, whereas that of 
chloramphenicol is considerably higher. Chloram- 
phenicol is thus to be preferred in the treatment of 
salmonella infection, although the organisms are more 
sensitive to aureomycin. D. J. Bauer 


1929. Microscopical Studies of Sputum Smears from 
Patients with Pulmonary Tuberculosis Treated with para- 
Aminosalicylic Acid. (Mikroskopische Untersuchungen 
von Sputumausstrichen von mit para-Aminosalizylsdure 
behandelten Lungentuberkulosekranken) 

H. Exruart. Tuberkulosearzt [Tuberkulosearzt] 4, 
267-273, May, 1950. 2 figs., 4 refs. 


The changes in the morphology of the tubercle bacillus 
during the treatment of pulmonary tuberculosis with 
sodium para-aminosalicylate were studied at frequent 
intervals in direct-smear preparations stained by Ziehl- 
Neelsen (Z—-N) and Much-Gram methods. Besides 
changes in appearance, a definite decrease in the number 
of bacilli was noted. After about 10 days’ treatment 
many bacilli appeared swollen, with clubbing at both ends, 
and with staining qualities impaired in Z—N prepara- 
tions. Later many atypical, oval-shaped, and very short 
forms appeared, which are described as “ splinters”. 
After 2 to 3 months’ treatment the usual type of tubercle 
bacilli began to return in increasing numbers. The 
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number of Much-staining granules increased rapidly at 
the beginning of treatment, but with the appearance of 
atypical forms in the Z—-N preparation the number and 
size of the granules diminished and their staining became 
variable. As the number of splinter forms diminished in 
the later stages of treatment, so the Much-staining granules 
again increased in numbers. These changes in the 
morphology and staining qualities of the tubercle 
bacillus are regarded as due to interference by the drug 
with the organism’s normal life cycle. E. Nassau 


1930. An Unusual Organism Isolated from an Outbreak 


of Chronic Intermittent Fever in the Belgian Congo. ° 


{In English] 
O. FELSENFELD and R. DEvVIGNAT. Annales de la 


_ Société Belge de Médecine Tropicale {Ann. Soc. belge Méd. 


trop.| 30, 189-193, June 30, 1950. 7 refs. 


Four patients—2 white adults, one white child, and one 
African woman—suffered from attacks of fever, with a 
temperature up to 101 F. (38-3° C.), at irregular intervals 
of about 4 months; there was no diarrhoea, rash, or 
othersymptoms. A coliform organism was isolated from 
the blood of all 4 patients. It grew under aerobic and 
anaerobic conditions and produced acid and gas within 
24 hours at 37°C. from dextrose, sucrose, lactose, 
mannitol, maltose, rhamnose, xylose, trehalose, mannose, 
and galactose and within 48 hours from arabinose and 
glycerol. Sorbitol, raffinose, and _ cellobiose were 
fermented within 7 days. The organism was not 
susceptible to 100 units of penicillin per ml., but was 
inhibited by 50 units of streptomycin per ml., 10 units 
of aureomycin, and 7-5 units of chloramphenicol per ml. 
It was not susceptible to sulphadiazine in a concentration 
of 25 mg. per ml. The organism contained partial 
Shigella and Salmonella antigens. The authors suggest 
that it should be classified in the tribe of Escherichia, 
although it differs from E. coli, E. freundii, and E. inter- 
medium. The name Escherichia delhayi is suggested. 

G. M. Findlay 
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1931. Studies in Experimental Immunology of Influenza. 
I, The State of Virus Receptors and Inhibitors in the 
Respiratory Tract 

S. Fazekas DE St. GrotH. Australian Journal of 
Experimental Biology and Medical Science [Aust. J. exp. 
Biol. med. Sci.] 28, 15-29, Jan., 1950. 4 figs., 23 refs. 


Experimental infection of mice with influenza virus in 
many respects parallels the naturally-occurring disease in 
man. Such differences as are observed—for example, the 
characteristic and extensive lung consolidation in the 
mouse—are to be regarded as quantitative rather than 
qualitative. This series of papers deals with fundamental 
aspects of the virus—host-tissue relationship during 
infection in the mouse, with particular reference to the 
role of tissue receptors and receptor-destroying 
enzymes. It is shown that after intranasal inoculation 
of a dose of MEL virus sufficient to produce 50% con- 
solidation in 7 days, the number of available receptors 


on the respiratory surface remains constant for 4 days. 
Thereafter, the number rapidly decreases until, by the 
7th day, less than 40°% of the original receptors are 
capable of adsorbing virus. Between the 7th and 11th 
days the number returns to normal, and there follows a 
period of hypercompensation in which the receptor level 
is 10 to 20% above the original figure. A positive 
correlation is found between the size of the virus 
inoculum, the rate of receptor destruction, and the 
height of the subsequent hypercompensating rise. 

No change in the number of receptors was observed 
after intranasal or intraperitoneal administration of 
heated or formolized virus. After infection with virus, 
the inhibitory (antihaemagglutin) titre of the bronchial 
washings fell to zero within 48 hours. On the 6th day 
the inhibitor reappeared and its titre then increased 
very markedly above the pre-infection level. The 
disappearance of the inhibitor from the bronchial 
washings coincided with release of free virus from the 
respiratory surface. After 9 days, however, free virus 
was no longer demonstrable, specific antibody appeared, 
and receptor regeneration and inhibitor production 
accelerated rapidly. Throughout infection, therefore, a 
state of dynamic equilibrium exists between virus on one 
hand and the levels of available receptors and bronchial 
inhibitor on the other. J. F. McCrea 


1932 Studies in Experimental Immunology of Influenza. 
II. Production of Viral Antigens 

S. FAzeKAsS DE St. GrotH and M. DONNELLEY. 
Australian Journal of Experimental Biology and Medical 
Science {Aust. J. exp. Biol. med. Sci.| 28, 31-44, Jan., 
1950. 15 refs. 


The virus content and complement-fixing antigens were 
studied in the lungs of mice during typical infection with 
influenza, types A and B. Groups of approximately 
1,000 mice were inoculated with dilutions of virus 
ranging from 10° to 10~*, 10 mice receiving each dilution 
being killed on each of the 14 days after inoculation. 
The haemagglutinin content of ground lung preparations. 
and bronchial washings was determined in each group, 
and at the same time the complement-fixing antigen was 
estimated after absorbing the preparations with 10% 
human erythrocytes. The extent of multiplication of 
virus within the lung was little influenced by the size of 
the inoculum, although virus appeared earlier in those 
animals receiving the most concentrated doses. Thus in 
lung preparations detectable haemagglutinin appeared 
within 24 hours in animals receiving undiluted virus, but 
none was present until the 3rd or 4th day in the group 
inoculated at a dilution of 10-7. Essentially similar 
results were obtained on titrating the bronchial washings, 
and in all cases the haemagglutinin titre fell rapidly to 
zero between the 7th and 9th days. The complement- 
fixing antigen in lung reached its maximum level one day 
earlier than the haemagglutinin, remained constant for 
approximately 5 days, and then disappeared between the 
6th and 9th days. In this case some correlation existed 
between the complement-fixing titre and the size of the 
virus inoculum. No complement-fixing antigen was 
demonstrable in the bronchial washings, and neither 
haemagglutinin nor complement-fixing antigen appeared 
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in the lungs when virus was inoculated by the sub- 
cutaneous or peritoneal routes. J. F. McCrea 


1933. Studies in Experimental Immunology of Influenza. 
III. The Antibody Response 

S. Fazekas DE St. GROTH AND M. DONNELLEY. 
Australian Journal of Experimental Biology and Medical 
Science [Aust. J. exp. Biol. med. Sci.] 28, 45-60, Jan., 
1950. 20 refs. 


This section deals with the antibody response in mice 
receiving graded doses of influenza virus types A (MEL) 
and B (LEE) inoculated by various routes. Anti- 
haemagglutinin and complement-fixing antibody were 
titrated in both serum and bronchial washings, care being 
taken with the latter material to use only lipid-insensitive 
erythrocytes. Irrespective of the virus content of an 
inoculum given intranasally, the serum antihaemag- 
glutinin appeared between the 7th and 8th days and the 
titre then increased logarithmically until the 12th day. 
The antibody level did not differ significantly over the 
infective range, although, as would be expected, the degree 
of lung consolidation was directly proportional to virus 
concentration. Free antihaemagglutinin appeared in the 
bronchial washings in parallel with serum antibody, 
approximately 5 units being found in the washings for 
each 100 units in serum. On subcutaneous or intra- 
peritoneal inoculation of either active or killed virus the 
serum antihaemagglutinin levels rose in proportion to the 
size of the virus inoculum. In this case, however, only 
traces of antibody appeared in bronchial washings. 
Killed virus given intranasally elicited a somewhat 
stronger antibody response than active virus, but with a 
similar distribution of antibody between serum and 
bronchial fluid. The complement-fixing antibody was 
demonstrable in serum and bronchial washings only after 
intranasal inoculation of live virus; it appeared at the 
same time as the antihaemagglutinin and its titre followed 
a similar curve. Thus both quantity and distribution of 
antibodies are determined by the route of vaccination. 
Further, as the respiratory mucosa is the specific site of 
viral entry, the critical factor determining infection must 
be the level of antibody at the respiratory surfaces. 

J. F. McCrea 


1934. Studies in Experimental Immunology of Influenza. 
1V. The Protective Value of Active Immunization 

S. Fazekas pe St. GrotrH and M. DONNELLEY. 
Australian Journal of Experimental Biology and Medical 
Science [Aust. J. exp. Biol. med. Sci.] 28, 61-75, Jan., 
1950. 8 refs. 


In this series of experiments, a direct continuation of 
those described in the previous part (Abstract 1933), 
immunity was judged by resistance to challenge with 
active virus as well as by serological response. Groups 
of mice were vaccinated by various routes with either 
active, formolized, or heated (56° C. for 60 minutes) virus. 
Both MEL and LEE strains were again used. The mice 
received intranasal challenge doses of serial dilutions of 
active virus on the eleventh day after vaccination, and the 
degree of lung consolidation was recorded at necropsy 
7 days later. At the same time the antihaemagglutinin 


content of sera and bronchial washings was determined. 
The degree of protection resulting from vaccination was 
evaluated by converting the total number of lung lesions 
in each group to probits, and thence calculating a “ pro- 
tection value ’? which expressed the reduction in infectivity 
of a standard virus preparation. 

By this means it was shown that intranasal vaccination 
with active virus was approximately one million times 
more effective than vaccination by éither the intraperi- 
toneal or subcutaneous routes, and that the degree of 
protection was correlated with bronchial antibody, but 
not with serum antibody level. No cross-protection was 
shown on challenging with the heterologous virus. With 
formolized or heated viruses intraperitoneal vaccination 
was again superior to subcutaneous, and the intranasal 
route markedly superior to both. An _ interesting 
distinction between formolized and heated vaccines was 
seen, in that heated MEL afforded greater protection than 
heated LEE, whereas with formolized viruses the reverse 
was true. This difference is probably related to the loss 
of viral receptor-destroying enzyme which occurs on 
heating. J. F. McCrea 


1935. Studies in Experimental Immunology of Influenza. 
V. Enhancement of Immunity by Pathotopic Vaccination 
S. FAZEKAS DE St. GrotH and M. DONNELLEY. 
Australian Journal of Experimental Biology and Medical 
Science [Aust. J. exp. Biol. med. Sci.] 28, 77-85, Jan., 
1950. 2 refs. 


In previous papers of this series it was shown that 
protection against infection by influenza virus was 
determined by the amount of antibody available at the 
respiratory surface, and consequently that the most 
effective vaccine was one producing the highest propor- 
tion of free antibody in the bronchial washings. In the 
present experiments mice were immunized with both 
MEL and LEE viruses; one strain was given intra- 
nasally and the other by the intraperitoneal route. In 
contrast to the expected result, it was found that the 
highest antibody titre in the bronchial washings was 
against the strain given intraperitoneally, and not against 
the intranasal strain. For example, intraperitoneal 
inoculation of LEE and intranasal inoculation of MEL 
led to a ten- to hundred-fold increase in protection 
against LEE compared with the protection afforded by 
intraperitoneal inoculation alone. The adjuvant effect 
was shown only if the heterologous strain was given 
intranasally, and so was in contact with the natural site of 
infection. Highly significant increases in bronchial 
antibody with concomitant increase in protection are 
thus obtained when intraperitoneal immunization is 
combined with intranasal vaccination with an unrelated 
strain. As the level of circulating antibody is not 
affected, it is clear that the increased protection is 
due to a change in antibody distribution rather than to 
an over-all increase in antibody production. 

J. F. McCrea 


1936. Serological Diagnosis of Herpes Simplex Infec- 
tions 

M. E. Haywarp. Lancet [Lancet] 1, 856-858, May 6, 
1950. 9 refs. 
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1937. The Present State of Accelerated Growth in the 
Newborn and Toddlers. (Der gegenwartige Stand der 
Acceleration bei Neugeborenen und Kleinkindern) 

J. Freunp. Zeitschrift fiir Kinderheilkunde {Z. Kinder- 
heilk.| 67, 592-614, 1950. 4 figs., 32 refs. 


The author reviews two previously published investiga- 
tions by Wah! and Kemmerling on height and weight of 
young children and compares their findings with his 
results. The former study was carried out in Cologne 
and Munich before the war, the latter between the years 
1943 and 1948. Although Wahl found an average height 
of 51:47 cm. and an average weight of 3,404 g. for the 
normal infant at birth before the war, the author’s 
calculations showed an increase of 0-17 cm. in height 
and a decrease of 58 g. in weight for 1943-8. For 
births during the war the differences were +0-36 cm. 
and — 39 g., in comparison with Wahl’s figures, and for 
the post-war years the differences were —0-33 cm. and 
—99 g. The increase in height of babies born at term 
was maintained and varied between | and 1-5 cm.; the 
small decrease in height from 1945 onwards can be 
overlooked from the statistical point of view. In spite of 
exogenous factors (insufficient quantity and inferior 
quality of food, mental stress, lack of flats and houses due 
to bombing attacks) the measurements were practically 
the same; abortions, miscarriages, and stillbirths showed, 
however, an enormous increase in number. The 
duration of pregnancy for babies born during the war 
was 281 to 282 days; Wahl gives a figure 2 to 3 days 
longer. This shortening would correspond with the 
decrease in weight, as the average increase of weight at 
the end of pregnancy amounts to about 40 g. per day. 
The author was not able to find any substantial reduction 
in height and weight of toddlers despite the bad living 
conditions. On the whole the measurements for height 
and weight are mostly above Kemmerling’s 1940 
figures, only the weight of boys and girls 5 to 6 years old 
being slightly below his value. Franz Heimann 


1938. The Amino-acid Composition of Human Haemo- 
globin at Different Ages. (De aminozuur-samenstelling 
van het menselijk haemoglobine op verschillende 
leeftijden) 

A. C. VAN DER LINDEN. Maandschrift voor Kinder- 
geneeskunde |Maandschr. Kindergeneesk.] 17, 231-237, 
1949. 27 refs. 


The author estimated 14 different amino-acids in the 
globins of babies, small children, and adults, by the 
microbiological method. The greatest difference was 
found between the isoleucine percentages of the globin of 
the newborn and that of the adult, but significant 
differences were also present for histidine, methionine, 
proline, threonine, tyrosine, and valine. The author 
Suggests that a lack of certain amino-acids in human 
milk may increase the tendency of the infant to develop 
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an anaemia that cannot be improved by administering 
iron. Addition of methionine to human milk may be of 
value in such cases. 

J. H. P. Jonxis (Excerpta Medica) 


1939. Prolongation of the Initial Starvation Period in 
Premature Infants 

W. Gatsrorp and S. British Medical 
Journal (Brit. med. J.) 1, 1404-1405, June 17, 1950. 


The rationale of delayed feeding of premature infants, 
to which the authors were introduced by Smith of 
Boston, U.S.A., in 1947, is outlined and its application 
and results in 231 premature infants, weighing between 
2 and 5 Ib. (0-9 and 2-3 kg.), are described. The 
immature respiratory centre and the imperfect or absent 
sucking, swallowing, and coughing reflexes predispose to 
a spill-over of ingested fluid from oesophagus to trachea 
which causes death by asphyxia in many premature babies 
during the first 3 days of life. This accident can be 
avoided by withholding fluid during this period. The 
authors describe the results of this technique. 

The first feed was delayed for 70 hours or more after 
birth, and was given when crying did not stop after the 
infant had been turned over in his cot, when movements 
of the lips were evident, or when the napkin had been 
dry for 24 hours. 

The results, compared with those in infants fed earlier, 
were as follows: (1) The weight loss was greater, 6 oz. 
for each group, except the 2 Ib. to 2 lb. 7 oz. group 
which lost an average of 5 0z., compared with a 24 oz. 
loss for a series of infants fed earlier. The smaller 
babies lost relatively more than the larger. They were 
mostly fed by gavage. (2) The gain in weight over the 
birth weight by the end of the third week was greater, 
being 6, 5, 7, 7, 8, and 6 oz. average for the groups, 
2 to 24 Ib., 24 to 3 Ib., 3 to 34 Ib., 34 to 4 Ib., 4 to 44 Ib., 
and 44 to 5 lb. This gain was attributed to the infants 
being more active and hungry and feeding better. 
(3) Oedema disappeared more quickly; 9% of the 231 
infants showed oedema, which had disappeared in every 
case within 48 hours. (4) Mild dehydration fever 
occurred in one-quarter of the cases and responded 
rapidly to feeding. Marked dehydration needing 
parenteral administration of fluid occurred in 3 infants. 

There were no other symptoms. Urine, blood urea 
level, and kidney structure at necropsy were normal. 
Blood sugar levels were normal. No signs of hypo- 
glycaemia were observed. Vitamin K was given to all 
infants; the importance of this where feeding is delayed 
is stressed. 

Two experienced sisters in charge of the infants 
regarded the regimen as an improvement on that of 
earlier feeding, especially for the smallest infants. It 
was stressed that premature infants born at home do not 
require fluids before transfer to hospital. 

John D. Hay 
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1940. Bronchiectasis in the Child. (La bronquiectasia 
en el nifio) 

A. CuatrAs. Archivos Argentinos de Pediatria [Arch. 
argent. Pediat.] 33, 161-226, April, 1950. 33 figs., 
bibliography. 

The author stresses the importance of early diagnosis 
in infancy and childhood of all broncho-pulmonary 
affections, especially bronchiectasis, which in 50% of all 
cases starts before the 15th year of life. The debated 
subject of congenital versus acquired bronchiectasis is 
reviewed. Amongst the possible causes of congenital 
forms the author mentions alveolar agenesis, virus 
infection of the pregnant mother, and avitaminosis. It 
is not unusual for bronchiectasis to be associated with 
other congenital defects, as in Kartagener’s syndrome. 

The following clinical classification is given: (a) dry 
type; (+) type with haemoptysis and no suppuration; 
(c) type with slight infection and scanty expectoration; 
(d) infected type with foetid expectoration; (e) compli- 
cated forms. The causes of acquired bronchiectasis 
are: (1) bronchial infections of long duration, especially 
whooping-cough: (2) measles; (3) chronic pneumonitis, 
lung fibrosis, and lung abscess; (4) foreign bodies in the 
bronchi: (5) atelectasis: (6) tonsillar and sinus infec- 
tions: (7) allergic disease of the upper respiratory tract. 

The author quotes Mage’s work on the existence of 
transitory bronchiectasis in whooping-cough and _ its 
persistence if complications ensue. 

The forms associated with atelectasis are of importance 
in childhood, and in this group are mentioned the 
tuberculous forms due to bronchial obstruction by 
mediastinal adenitis. Mycotic infections complicate 
bronchiectasis frequently and are of serious consequence. 
Aspergillus fumigatus is frequently found, and its presence 
may give rise to an asthmatic picture. It has been 
demonstrated that in some chronic cases of bronchial 
disease there is eosinophilia in the blood and sputum and 
a positive reaction to cutaneous tests. 

The relation between atelectasis and bronchiectasis is 
fully dealt with. The cause of the collapse is bronchial 
obstruction by inspissated secretions; this occurs most 
frequently in the first 2 years of life, following infections 
of the upper respiratory tract. Radiography reveals a 
basal triangular shadow, and in the course of 6 to 
8 months bronchiectasis follows. ‘ Some cases, however, 
clear up without complications. In the diagnosis of 
bronchiectasis bronchography and bronchoscopy are 
essential, the latter being often useful as pre-operative 
treatment. The prognosis is very serious unless surgical 
treatment is accepted. The average expectation of life 
is from 35 to 45 years. 

Treatment should be mainly directed to the prevention 
of bronchiectasis. Aerosols of penicillin and strepto- 
mycin are considered of value, and more recently chlor- 
amphenicol aerosol has proved even more successful. 
For established bronchiectasis, phrenic crush and 
pneumothorax treatment have been of doubtful benefit. 
Lobectomy is the treatment of choice and 30 cases have 
been operated upon successfully. Children stand the 
operation better than adults. 

In the author’s experience the following are the salient 
facts: cases studied, 40; cases operated upon, 30, with 


one death; cases not operated upon, 10 with 2 deaths, 
There were 23 females, and the disease was considered 
to be acquired in 34 and congenital in 3 cases. Kar- 
tagener’s syndrome was encountered three times. Lower 
lobes were affected in 34 cases, and upper in 6, 
Whooping-cough was antecedent in 50% of cases, 
measles in 32%, sinusitis in 22°,, pneumonia in 28°%, and 
foreign bodies in 2%. J. J. Giraldi 


1941. Well Water Methaemoglobinaemia in Infants 
H. Mepovy. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 62, 228-230, March, 1950. 10 refs, 


The author, from the University of Manitoba, draws 
attention to methaemoglobinaemia as a possible cause of 
cyanosis in the first 2 months of life. The reported cases 
have been of artificially-fed infants 8 weeks old or less, 
living in rural areas, in whom cyanosis develops and 
persists in the absence of congenital heart disease or other 
demonstrable physical cause. Development is normal 
during breast-feeding, but within a few days of weaning 
cyanosis appears and increases in intensity day by day, 
The blood is chocolate-coloured, and spectroscopic 
examination shows a well-marked methaemoglobin 
band. The cause can be traced to the preparation of 
feeds with well water of high nitrate content. Substitu- 
tion of water of known purity results in spontaneous 
recovery within 24 hours. For severe cases 0:5 ml. of 
1% methylene blue injected intravenously in an infant 
of 8 Ib. (3-6 kg.) may be life saving. Most cases have 
been reported from the north-west United States and 
Western Canada: within the last 2 years there have been 
154 cases and 12 deaths in Minnesota. The author 
recommends that ‘every cyanotic rural infant under 
2 months of age who is artificially fed should be regarded 
as a case of well water methaemoglobinaemia ”’. 

K. Black 


1942. Congenital Malformations with Severe Damage to 
the Central Nervous System due to Early Fetal Virus 
Infection 

L. Lanpe. Journal of Pediatrics Pediat.| 36, 625-634, 
May, 1950. 28 refs. 


Sixteen patients with congenital malformations 
resembling the post-rubella syndrome were investigated. 
In 5 patients the congenital malformations were attri- 
butable to severe common colds within the first 3 months 
of gestation. There was a history of maternal rubella 
in 7 and of influenza in 1. [Very strong statistical 
evidence would have to be produced to convince one that 
the common cold causes congenital deformities in the 
foetus. Such evidence is not given in this article.] 

R. S. Illingworth 


1943. Aureomycin Treatment of Infantile Diarrhoea and 
Vomiting 

J. H. Macnusson, G. Laurett, E. and 
B. WERNER. British Medical Journal [Brit. med. J.) 1, 
1398-1400, June 17, 1950. 8 refs. 


The investigation and treatment of two epidemics of 
infantile diarrhoea and vomiting in the Sachs Hospital 
for Children are described. The first occurred i 
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20 infants during July-September, the second in 14 infants 
during September—November. All the infants in the 
first epidemic and 10 of the 14 infants in the second 
became affected during their stay in hospital. 

Bacterium coli neapolitanum (B.C.N.) was found [in 
the stools, one presumes, though this is not specifically 
stated] in 19 cases in the first epidemic and in all in the 
second. The organism was found in the respiratory tract 
of 15 cases, in the throat only in 3, in the nose and throat 
in 12. Out of a control series of 40 children in hospital 
at the same time, but without diarrhoea or vomiting, 
B.C.N. was found in the stools of one only. 

The incubation period was from 4 to 17 days, most 
commonly between 8 and 12 days. The commonest 
symptom was diarrhoea, usually accompanied by 
vomiting. In the first epidemic 8 cases were mild and 
12 moderately severe or severe; 5 children died. In the 
second epidemic, 2 cases were mild and 11 severe; no 
child died. All the infants were less than 1 year of age 
and 22 less than 1 month old; 12 were premature, 7 in the 
first epidemic and 5 in the second. 

Routine treatment was by administration of breast 
milk, “‘arobon’’, and carrot soup by mouth, and 
plasma, “ aminosol”’, glucose, and Darrow’s solution 
subcutaneously or intravenously. Penicillin, sulphon- 
amides, and streptomycin were without effect. 

Aureomycin was given orally, 25 mg. six times a day, 
in 8 cases in the second epidemic after B.C.N. was found 
to be sensitive to this antibiotic; the micro-organism’s 
resistance varied between 0-16 and 0-6 yg. per ml., in 
thioglycollate broth. The results were good. The 
stools and faeces became free of B.C.N., in most cases, 
within a few days; in all, the clinical improvement was 
striking. The stools became firmer and the vomiting 


_ ceased, usually in 24 hours; by the 3rd to the Sth day the 


stools were normal and there was a satisfactory gain in 
weight. John D. Hav 


1944. Chronic Poisoning due to Excess of Vitamin A. 
Description of the Clinical and Roentgen Manifestations 
in Seven Infants and Young Children 

J. Carrey. Pediatrics [Pediatrics] 5, 672-688, April, 
1950. 9 figs., 9 refs. 

In seven children, whose ages were between | and 3 
years, the diagnosis of chronic poisoning due to excess 
of vitamin A was (eventually) made by the author. The 
chief clinical signs were anorexia, pruritus, hyper- 
irritability, multiple tender swellings, usually commonest 
in the forearms but in some cases more conspicuous in 
the legs and feet, and limitation of locomotion. Radio- 
graphs revealed hyperostoses in the skeletal system, the 
bones affected being the ulna, metatarsals, tibia, clavicle, 
lower ribs, fibula, metacarpals, radius, and femur, in 
that order of frequency; hyperostoses were found in 
two or more of the long bones in every case, and were 
present under all the soft-tissue swellings which could be 
demonstrated clinically. In three cases diagnosed while 
still under clinical investigation the concentration of 
vitamin A in the plasma was raised (varying from 400 to 
2,000 i.u. per 100 ml.), as also was the concentration of 
carotene in the plasma. It was elicited on enquiry (in 
some cases after a considerable interval of time) that all 


the patients had been receiving excessive amounts of 
vitamins A and D in the form of one or other of three 
commercial vitamin concentrates; the daily intake was 
estimated to have varied from 75,000 to as much as 
500,000 iu. of vitamin A daily; the shortest latent 
period was 6 months, and the longest was 15 months. 
After the administration of the vitamin preparation 
was stopped rapid and complete clinical recovery 
followed in each case, while the concentration of vitamin 
A in the plasma fell gradually over several weeks. 
Clinical evidence is cited to show that the toxic condition 
was due to excess of vitamin A, and not to excess of 
vitamin D or to toxic proteins in the fish-liver oils. The 
differential diagnosis from infantile cortical hyperostosis, 
which in its signs and symptoms hypervitaminosis A 
closely resembles, is discussed. Joseph Parness 


1945. Papular Urticaria. Study of the Role of Insects 
in its Etiology and the Use of DDT in its Treatment 

H. BLANK, B. SHAFFER, M. C. SPENCER, and W. C. 
MarsH. Pediatrics [Pediatrics] 5, 408-413, March, 
1950. 3 figs., 4 refs. 

The authors consider flea and bed-bug bites to be 
important factors in the aetiology of papular urticaria 
(lichen urticatus) and report success in the treatment of 
these cases with dichlorophenyl-trichlorethane (DDT). 
Papular urticaria is a disease of infancy and childhood 
and the picture is fairly typical. Pruritic skin lesions 
appear in the warmer months and fresh crops continue to 
appear in spite of palliative treatment. Frequently they 
have been present in previous years. The child is 
commonly found to be exposed to cat, dog, or human 
fleas, or to bed-bugs. Characteristically, the lesions 
occur on the arms, legs, face, and neck and are least 
numerous on the trunk. The genital, perianal, and 
axillary regions are clear, in contradistinction to the 
distribution of scabies, with which it is usually confused. 
Frequently only one child in the family is affected, and in 
that child abnormal sensitivity to insects can usually be 
demonstrated. 

Of 87 cases observed by the authors possible exposure 
to the insects had occurred in 72. Skin tests with flea 
and bed-bug antigens, prepared by extracting pulverized 
insects with 0-5% phenol in saline, were performed in 
30 cases. Dilutions of 1 in 5,000 and 1 in 10,000 were 
used, with a control solution of phenol in saline, and 
the tests read in 48 hours, an elevated papule 3 mm. 
in diameter being regarded as a positive reaction. Of 
the 30 children with papular urticaria 77% were sensitive, 
compared with only 2% in a control group of 124 children 
of comparable age. 

The parents of 54 patients were carefully instructed in 
the treatment of the patient and his bedding with a dusting 
powder of 5% DDT in talc. The surroundings were also 
attacked with DDT spray and powder, and precautions 
taken against reinfection. A control group of 88 patients 
were treated by other methods. After 2 weeks, 86% of 
the former group were cured, whereas only 21% of the 
latter were cured at the end of 11 weeks of treatment. 
In those cases in which the condition failed to respond to 
DDT, it is suggested that the disease must have been 
due to agents other than insects. Ronald S. McNeill 
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1946. Glycine in the Treatment of Gout 
F. Annals of Rheumatic Diseases [Ann. 
rheum. Dis.] 9, 38-42, March, 1950. 12 refs. 

The use of glycine in gout is reviewed. Available 
evidence suggests that glycine may increase rather than 
decrease the level of uric acid in the blood. 

D. P. Nicholson 


1947. Inheritance of a Factor Causing Sudden Death in 
Childhood and Early Adult life 

D. Leys. Edinburgh Medical Journal [Edinb. med. J.) 
62, 1-16, Jan., 1950. 6 figs., 40 refs. 


A pedigree covering 42 persons in four generations is 
traced from the propositus, a farmer, 66, with multiple 
symptoms including auricular fibrillation, xanthoma, and 
hypercholesterolaemia, who died of heart failure and 
uraemia. Five of his 8 children, an uncle, a brother, 
and 4 descendants of another brother died suddenly. 
Three of those who died, and 2 others, were found to 
have conduction defects in the heart, of which clinical 
and histological details are given. Xanthomatous 

-patches on the skin and hypercholesterolaemia were 
present in some of the persons with the heart defect, but 
also in other members of the pedigree with no apparent 
heart abnormality. The pathology and genetics of the 
cases are discussed. B. Woolf 


1948. Physiological Analysis of the Causes of Divergence 
of Auscultatory Readings of Blood Pressure on Increasing 
and Releasing Pressure in the Riva-Rocci Apparatus. 
aHanv3 MpHYHHbI 
noKasaTenei apTepHasbHoro 
MpH Nombeme CycKe FaBNeHHA B annapate 
Pupa-Pouwun) 

K.O. KALNBERZ. [Klin. Med., 
Mosk.) 28, No. 1, 67-79, Jan., 1950. 4 figs. 


When the blood pressure is estimated by auscultation 
with the Riva-Rocci apparatus there is a discrepancy 
between systolic and diastolic pressures estimated during 
increase and during release of pressure. The author 
investigated the cause of this discrepancy in healthy and 
hypertensive individuals. He assumed that the act of 
measurement of blood pressure in itself interferes with the 
haemodynamics of the arm. The investigations were 
carried out by increasing pressure in the cuff from 0 to 
300 mm. Hg and returning the pressure to zero. Dias- 
tolic and systolic pressures were obtained and were 
then compared with direct arterial and venous pressures 
and arterial and venous blood flow distal to the cuff. 

During the period of increase up to the diastolic 
pressure the circumference of the arm grew and the direct 
venous pressure increased. Venous blood flow did not 
alter, direct arterial pressure rose, and the arterial flow 
decreased. As this decrease occurred very early, with 
relatively low pressures, it was thought to be due to an 


increase in tone of the arterial walls. When cuff pressure 
was rising from diastolic pressure to systolic pressure, 
sounds were audible below and above the arm bandage. 
The arterial blood flow and the pulse increased. The 
author maintains that the sounds heard at the beginning 
of diastole are due to closure of the veins. 

During the rise from systolic pressure to 300 mm. Hg 
the circumference of the arm did not alter and there was 
no direct blood flow. Direct arterial and venous blood 
pressures fell. This phenomenon is explained by the 
suggestion that the venous tone falls and the arterial tone 
rises as a result of anoxia. During the release of pressure 
from 300 mm. Hg to systolic pressure the venous pressure 
fell a little more (due to atony of the venous walls?). 
From systolic pressure to diastolic the circumference of 
the arm grew and the direct venous pressure rose. No 
direct blood flow was demonstrable. From diastolic 
pressure to zero sounds disappeared (due to complete 
opening of the veins), there was a sudden fall in the direct 
venous pressure, and the circumference of the arm 
decreased. Arterial and venous blood flow increased 
again. 

The author suggests that the advantage of a double 
blood-pressure reading (during increase of pressure and 
during release) is that minimal and maximal arterial 
pressure as well as venous tone can be assessed. The 
difference in systolic pressures on increasing and on 
releasing the pressure is an indication of arterial tone and 
the difference in diastolic pressures an indication of 
venous tone. N. Chatelain 


1949. Treatment with Conserved Tissue by a Modification 
of Filatov’s Method. 
TKAHAMH MO H3MeHEHHOH meToguKe B, I]. Punarosa) 
G. E. RuMJANTSEV. Meguuuna [Klin. 
Med., Mosk.] 28, No. 1, 28-33, Jan., 1950. 

A review of Filatov’s work on tissue therapy and his 
conclusions is given. A piece of tissue conserved by 
cold storage continues to live, reorganizes, and produces 
biologically stimulating substances. The results of 
Filatov’s therapy in chronic inflammations resistant to 
other methods of treatment are discussed. Not all 
conserved tissues exert a beneficial effect on the affected 
organism; use of certain tissues combined with other 
therapeutic measures gives better results. 

The author prepared the tissues in special media and 
added honey to them which, in his experience, gave 
better and more lasting results. The tissue was mainly 
taken from large animals (sheep and cows); the following 
tissues and organs were used: ovaries, spleen, adrenal 
gland, mammary gland, heart, and skeletal muscle. 
Before implantation the tissue was autoclaved, an 
average piece weighing 3 to 5 g._ It was implanted into 
the abdominal wall and this procedure could be repeated 
if necessary. In bronchial asthma implants of adrenal 
gland gave the best results, in chronic inflammation 
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implants of spleen, in fibroids of the uterus, mammary 
gland. Several case histories are given to show the 
beneficial effect of the implants. The main effects seemed 
to be a stimulation of regeneration and an analgesic 
effect. No ill effect was seen during or after treatment. 
N. Chatelain 


ALLERGIC DISORDERS 


1950. Infective Allergy, a Common Factor in Children’s 
Asthma, Especially during Infancy and Early Childhood. 
{In English] 

E. W. FLENsBoRG. Acta Allergologica [Acta allergol., 
Kbh.] 3. 66-74, 1950. 5 refs. 


An analysis of the cases of 450 asthmatic children 
showed that with advancing age in childhood the 
frequency of positive skin reactions increases. Eosino- 
philia was most often found in patients with negative skin 
reactions, and more patients in this group had 
radiological changes in the nasal sinuses. In two-thirds 
of asthmatic children individual asthmatic attacks were 
preceded by an upper respiratory infection. Treatment 
with stock bacterial vaccines in cases with negative skin 
reactions gave better results than did desensitization in 
those with positive reactions. Constitutional reactions 
to treatment by bacterial vaccines are of the delayed type. 
The author believes that in asthmatic children with 
negative skin reactions the asthmatic symptoms are 
caused by an infective allergy. A, W. Frankland 


1951. Ventilatory Tests in Bronchial Asthma. Evalua- 
tion of Vital Capacity and Maximum Breathing Capacity 
E. A. GAENSLER. Journal of Allergy |J. Allergy] 21, 
232-241, May, 1950. 5 figs., 27 refs. 


In bronchial asthma the maximum breathing capacity 
(M.B.C.) is often reduced more than the vital capacity 
(V.C.), and its measurement is therefore recommended 
in testing the effect of asthmogenic and of protective 
substances on the asthmatic subject. In 34 patients 
with asthma and 150 patients with parenchymal lesions 
of the lungs both M.B.C. and V.C. were measured and 
the results expressed as the percentage of the values 
predicted by calculation from age, sex, and body 
predicted M.B.C. 

being 


°, predicted V.C. 
termed the “ air velocity index’. In patients with loss 
of functional pulmonary tissue this index was greater 
than |, in asthmatics smaller than 1, indicating that in the 
former group the greater reduction is in the V.C., whereas 
in the latter group the M.B.C. shows the greater reduction. 
{The author admits that in some asthmatics the 
maximum breathing test may provoke an asthmatic 
attack. In the experience of the abstracter this is 
frequently the case, although the attack may be mild and 
transient. This may explain the relatively small 
maximum breathing capacities found by the author in 
asthmatics. As the ‘ asthmogenic”’ effect of hyper- 
Ventilation varies greatly, the value of this test in 
asthmatics must be regarded as limited.] 
H. Herxheimer 
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1952. Transient Allergic Gastric Edema: Report of 
Gastroscopic Observations during Asthmatic Attacks 

J. LicHsTEIN and M. BENJAMIN. Annals of Internal 
Medicine [Ann. intern. Med.] 32, 967-970, May, 1950. 
10 refs. 


When gastroscopy was performed on an asthmatic 
patient in whom previously a-gastric ulcer had been seen, 
an asthmatic attack developed during the procedure. 
** The stomach folds became increasingly reddened and 
increasing amounts of mucus were secreted. This was 
thin in consistency and numerous bubbles formed. The 
folds were then seen to become thicker and oedematous ”*. 
The change was most marked in the body of the stomach, 
less in the antrum. Adrenaline, 1 in 1,000 (0-5 ml.), 
brought about a profound change within 2 minutes and 
the mucous membrane reverted to normal. 

H. Herxheimer 


1953. Clinical Experience with Chlortrimeton in Hay 
Fever and Other Allergies 

G. E. GAILLARD. Annals of Allergy (Ann. Allergy] 8, 
318-321, and 327, May-June, 1950. 3 refs. 


This antihistamine drug 1-(p-chlorophenyl)-1- 
(2-pyridyl)-2-N:N-dimethylpropylamine maleate. A total 
amount daily of 6 to 20 mg. was given in two to four 
divided doses of 2 to 4 mg. [sic] to 247 patients suffering 
from hay-fever and 85 patients suffering from asthma 
and hay-fever. The result of the treatment was regarded 
as good if 75 to 100% of the symptoms were relieved, as 
fair if 50 to 75% were relieved, and as poor if the degree of 
relief was smaller. In hay-fever, only about one-fifth of 
the patients had a poor result; in asthma the results were 
good only in the cases of known allergic origin, and poor 
in the so-called infective asthma. The action of the 
drug was stated by the majority of the patients to begin 
15 to 30 minutes after intake. The duration of its effect 
varied between 2 and 24 hours. The most frequent 
side-effect was drowsiness. H. Herxheimer 


1954. A New Approach to the Problem of Dust Allergy 
[In English] 

C. RIMINGTON and K. MAUNSELL. Jnternational Archives 
of Allergy and Applied Immunology {Int. Arch. Allergy] 1, 
115-135, 1950. 4 figs., 17 refs. 


The authors have extended their work on the extraction 
and purification of house-dust antigen (Rimington et al., 
Brit. J. exp. Path., 1947, 28, 309); by investigating the 
chemical nature and clinical effects of the extracts 
obtained. The “standard purified antigen’ and the 
chemically modified antigen ’’ of house dust showed 
equal activity clinically and were found to be of similar 
composition chemically. Electrophoretically, it was 
shown that each contained only 2 constituents, one 
colourless and the other closely associated with the 
brown pigment in the solution. 

On testing with intradermal injections of various 
allergens, including ‘‘ standard crude dust antigen” in 
0-5°% carbol-saline, 267 out of 410 patients with perennial 
or seasonal rhinorrhoea gave a positive reaction and 
171 of the positive reactors were sensitive to dust only. 
The threshold dilution of the dust-antigen giving a 
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positive reaction in allergic patients ranged from 10-° to 
10-2. A positive reaction to the dust antigen was 
obtained in a dilution of 10-5 in 4% of those subjects who 
had no personal or family history of allergy, but with a 
higher concentration~35% gave a reaction, suggesting 
the presence of some non-specific irritating factor in dust. 
In 18 out of 23 patients suffering from non-infective 
nasal allergy marked improvement occurred on giving 
weekly injections of a 10-* dilution of the antigen, 
beginning with a dose of 0-1 ml. and increasing by 0-1 ml. 
up to 1 ml. Maintenance doses of 1 ml. were then given 
at intervals ranging from 14 days to 3 months according 
to individual requirements. The reactions to treatment 
were, when present, mild in type. It was possible to 
transfer dust reagins passively, and the presence of a 
blocking antibody was also demonstrated. It was also 
found that with one large intradermal injection of dust 
antigen there followed a local desensitization. 
A. W. Frankland 


1955. Some Cases of General Allergy to Insulin in the 
Course of Psychiatric Treatment with Insulin Shock. [In 
English} 

L. Dani. Acta Allergologica [Acta allergol., Kbh.] 
3, 26-38, 1950. 11 refs. 


Seven out of 1,108 patients who received insulin shock 
therapy developed allergic symptoms of an urticarial 
type. All the reactors were women. The incidence of 
reactions was much greater among the psychotic patients 
observed than it is among diabetic patients. Various 
insulin preparations used for skin tests all gave positive 
reactions, suggesting that the patients were sensitive to the 
insulin protein itself. Previous shock treatments with 
insulin predispose to an allergic reaction to insulin. 

A. W. Frankland 


1956. The Effect of the Development of an Eczematous 
Sensitization to a Drug on the Pharmacologic Properties 
of that Drug 

A. ROSTENBERG, J. H. Last, and A. A. RODRIQUEZ. 
Journal of Allergy [J. Allergy) 21, 217-224, May, 1950. 
1 fig., 11 refs. 


A drug blocking the vasoconstrictor effect of adrenaline 
(“SY 28”, 
ethylamine hydrobromide) was introduced into the 
skin of a number of human subjects by ionization and 
produced an eczematous reaction 7 to 10 days after 
application. One day later the same subjects gave 
positive patch tests to the SY 28 solution. Of 46 subjects, 
12 became so sensitized. The blocking properties of 
SY 28 were not influenced by the sensitization, even when 
the reaction was tested at the site of the sensitization. 

H. Herxheimer 


1957. Changes in the Cholinesterase Activity of the Blood 
and Tissues in Allergy. (O6 n3mMeHeHHAX AKTHBHOCTH 
XOJIMHSCTepasbl HW TKaHeH 

I. A. Masstno. Apxus Tlatonoruu [Arkh. Patol.) 12, 
No. 1, 30-35, 1950. 3 figs. 


It has been previously shown that in anaphylactic 
shock and allergy acetylcholine is liberated from the 


tissues into blood. The present investigations were 
concerned with the estimation of cholinesterase in the 
blood and tissues of dogs and rabbits sensitized with 
horse serum and bacterial antigens. Cholinesterase 
activity of the blood serum was increased. It was also 
increased in the tissues of many organs, though not in all 
of them. The addition of a polysaccharide hapten to the 
extracts of such organs was followed by depression of 
their cholinesterase activity. L. Crome 


See also Section Cardiovascular Disorders, Abstract 
1988. 
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1958. Galactose Diabetes (Galactosemia). A Clinico- 
pathologic Study of Two Siblings 

L. S. BELL, W. C. Bair, S. Linpsay, and S. J. WATSON. 
Journal of Pediatrics [J. Pediat.) 36, 427-439, April, 
1950. 2 figs., 21 refs. 


Two cases of galactose diabetes in siblings are 
described. In the first infant, vomiting began on the 
6th day, followed by jaundice and enlargement of the 
liver and haematemesis. Death occurred on the 8th 
day and at necropsy the enlarged liver showed severe 


fatty infiltration with some focal necrosis but no cirrhosis. 


In the second case, vomiting and jaundice began on the 
5th day of life, with enlargement of the liver, fever, 
and splenomegaly. The urine turned an olive colour 
with Benedict’s solution, but acetone was absent. The 
urinary sugar proved non-fermentable; a positive 
Barfoed test showed it to be a monosaccharide and the 
positive mucic-acid test indicated either galactose or 
lactose. Finally, the preparation of galactose osazone 
established the diagnosis of galactosuria. The fasting 
blood sugar level was 173 mg. per 100 ml., of which 
144 mg. was non-fermentable reducing substance, 
presumably chiefly galactose. Galactose tolerance tests 
showed a galactose level of 147 mg. per 100 ml. blood 
15 minutes after intravenous injection of 0-5 g. of galac- 
tose per kg., remaining at 140 mg. per 100 ml. after 
75 minutes, at which time galactose should normally be 
absent from the blood. An injection of adrenaline at 
this time produced a rise in blood glucose level and total 
blood sugar level and a slight fall in blood galactose 
level. 
normal glucose utilization. 

Elimination of lactose from the infant’s diet caused 
marked improvement in the condition. Sugar dis- 
appeared from the urine within a few days and the 
child started to gain weight. A liver biopsy specimen 
taken 2 weeks later gave normal values for total lipids 
and glycogen. Histological examination showed many 
hepatic cells distended by a single large lipid vacuole, 
focal cellular necrosis, and early fibrotic changes. 

The infant was kept on a “ nutramigen ”’ formula and 
continued to improve. Three weeks later the liver was 
only slightly enlarged and repetition of the intravenous 
galactose tolerance test showed some improvement in 
ability to metabolize galactose, but the blood galactose 
level at 75 minutes was still 125 mg. per 100 ml., thus 
demonstrating persistence of the specific metabolic defect. 


An intravenous glucose tolerance test revealed 
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At the age of 7 months the infant weighed 8-4 kg. and 
was 71 cm. long. Milk and milk products were excluded 
from the diet. No evidence of cataract or mental 
retardation was found. 

The authors consider that infiltration with fat rather 
than glycogen is the basic cause of the hepatic enlarge- 
ment and dysfunction in this congenital familial metabolic 
disorder, in which the tissues are unable to metabolize 
galactose normally. P. T. Bray 


1959. The Metabolism of Glucose and Electrolytes in 
Diabetic Acidosis 

D. W. Secpin and R. Tarait. Journal of Clinical 
Investigation [J. clin. Invest.] 29, 552-565, May, 1950. 
2 figs., bibliography. 

Studies of the glucose, electrolyte, and water balance 
of 15 patients with diabetic acidosis (2 of whom were 
studied on two separate occasions) were made for short 
periods before and during treatment, which started with 
the subcutaneous injection of 50 units of insulin followed 
by the intravenous infusion of 3 to 4 litres of normal 
saline, and the injection of further doses of insulin 
averaging 37 units an hour in the next 4 to 5 hours. 
Insulin and saline were given later according to the 
patient's response. Five patients, whose serum 
potassium level fell below 3-5 m.Eq. per litre, were given, 
orally, 7-5 g. of potassium chloride in 1 litre of fluid over 
4 hours or, if vomiting, 20 m.Eq. an hour of potassium 
salts in normal saline or 5°%% glucose at pH 7:4. For 
peripheral circulatory collapse, blood or salt-poor 
albumin solution given. During treatment 
10 patients (group 1) were given 5 to 10°, glucose 
intravenously at the rate of 16 g. an hour and 7 patients 
(group 2) 20 to 50% glucose at 40 g. an hour. There 
were 4 deaths, all the patients concerned being in group 1. 
Of these, one had uncontrolled hyperthyroidism and the 
other 3 were moribund on admission. Two other 
moribund cases responded to blood transfusions. In 
these 5 moribund cases the levels of non-protein nitrogen, 
sodium, and chloride in the blood were essentially the 
same as in the less severe cases. 

In group 1 the initial findings were: serum sodium 
and chloride content normal in 5 cases and low in the 
rest; serum potassium level low in 1 case; blood non- 
protein nitrogen level 33 to 70 mg. per 100 ml.; serum 
bicarbonate content 1-3 to 10-7 m.Egq. per litre. In 
group 2 the values were: blood non-protein nitrogen 
level, 28 to 76 mg. per 100 ml. ; serum bicarbonate level 
49 to 12:2 m.Eq. per litre. The blood glucose level 
ranged from 333 to 1,676 mg. per 100 ml. in both groups. 
Urine volume was related closely to its glucose concentra- 
tion, | g. of glucose being equivalent to 21 ml. of urine. 
In group.2, more than 50° of administered glucose was 
excreted in a correspondingly large urine volume, while 
in group | the volumes were hardly changed. Estima- 
tions of glucose balance in the first 4 hours showed that 
much glucose can be utilized even in severe diabetic 
acidosis (3 to 18 g. an hour in group 1, and 6 to 32 g. an 
hour in group 2). In both groups sodium and chloride 
Were excreted in equivalent quantities parallel to the 
urinary glucose concentration, whatever the degree of 
salt depletion of the tissues. In the later stages, chloride 


excretion exceeded that of sodium. After 2 to 3 days 
the serum bicarbonate level was still low in all cases, but 
that of sodium was normal and the volume of the 
extracellular water almost constant. In 6 cases, the 
extracellular water increased by 1-3 to 3-8 litres. In 
4 of these cases, the initial serum sodium and chloride 
levels were normal. Both potassium and phosphorus 
levels in the serum fell progressively during treatment 
until restored exogenously. There was no clinical 
evidence of potassium deficiency. 

The authors suggest that ‘ free’? glucose is confined 
to the extracellular fluid and does not diffuse freely 
through cell membranes. Large injections of glucose 
give rise to tissue dehydration through osmosis, but the 
effect of small amounts is minimized by the increased 
intracellular osmotic pressure due to the increased 
utilization of glucose within the cells. The magnitude 
of the water deficit is masked through the dilution of the 
extracellular sodium and chloride by the transferred 
water. As the hyperglycaemia is reduced water moves 
back into the cells, leading to a rise in extracellular sodium 
and chloride levels. It is therefore advisable to give 
water or 5°% glucose in excess of normal saline in the ° 
treatment of diabetic acidosis. M. Lubran 


1960. Administration of Potassium to Patients with 
Prolonged Vomiting and Diabetic Acidosis 

C. S. Napier, S. BeLLet, P. C. GAzes, and W. A. 
SteiGer. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 35, 842-853, June, 1950. 4 figs., 
36 refs. 


The authors have administered solutions containing 
155 mEq. per litre of potassium as potassium chloride 
to 41 patients suffering from hypopotassaemia consequent 
on diabetic acidosis or vomiting. The infusions were 
given either intravenously or subcutaneously at rates 
varying between 3 and 5 ml. per minute. In no case did 
the serum potassium concentration rise to dangerous 
levels, and clinical benefit was evident. The authors 
confirmed Darrow’s finding that potassium administra- 
tion to subjects suffering from potassium depletion 
causes a rise in serum sodium concentration, suggesting 
a shift of sodium from the intracellular to the extra- 
cellular compartment. . The indications for, and control 
of, potassium administration are discussed. 

G. M. Bull 


1961. Capillary Fragility Studies in Diabetes Mellitus 
and the Use of Rutin in Diabetic Retinitis 

R.H. BARNES. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 219, 368-375, April, 1950. 1 fig., 
13 refs. 


This article from Joslin’s clinic in Boston is a study of 
the relation of capillary fragility to diabetic retinitis in 
220 cases. A sphygmomanometer-cuff pressure of 
80 mm. Hg was applied to the arm for 4 minutes. The 
petechiae were counted in a 6-cm. circle on the flexor 
aspect of the forearm in the area of maximum effect. 
A control study of 50 normal persons showed that only 
6% had a count above 20, and this figure was taken as the 
top limit of normal for the study. 
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Capillary fragility was abnormal in 136 patients, but of 
this group 68 had retinitis and 68 did not show retinitis. 
In addition, 12 patients had retinitis with a normal 
capillary fragility. The relation of the retinitis to hyper- 
tension was definite. Of 103 patients with hypertension 
47-9% had retinitis, whereas of 117 without hypertension 
only 26-4% had retinitis. 

The author points out the shorter duration of diabetes 
in the cases without retinitis, 11-4 years compared with 
17-2 years in the series with retinitis. 

A series of 32 patients with diabetic retinitis was 
treated with rutin for an average period of 12 months. 
An additional 6 patients without retinitis but with 
increased capillary fragility were treated in an attempt to 
correct the fragility and thus prevent the retinitis. 
Most received 180 mg. rutin orally daily, although 10 
took 300 mg. or more a day. The capillary fragility 
returned to normal in 4 cases and decreased a little in 
4 cases, but was unaffected in 24 cases. In 5 of the 
32 patients with diabetic retinitis vitreous haemorrhages 
severe enough to impair vision developed while they 
were on rutin therapy. In the group of 6 patients with 
increased fragility but without retinopathy the fragility 
returned to normal in 4 cases. 

The author discusses the positive relation between 
duration of diabetes, hypertension, and the occurrence 
of retinitis. However, there is no correlation between a 
high fragility and diabetic retinopathy. Rutin did not 
affect the fragility or the progress of the retinopathy in the 
cases of retinitis. 

It is suggested that although rutin treatment might be 
of prophylactic value, as shown in the 6 cases without 


retinitis, good control of diabetes is still probably the 


best prophylaxis. I. McLean-Baird 


1962. Studies of Vibration Sense in Diabetes. 
sulla pallestesia nei diabetici) 
V. GALLo. Archivio per le Scienze Mediche [Arch. Sci. 
med.] 89, 398-419, May, 1950. 25 refs. 


The time of perception of vibratory stimuli was studied 
by the author in a group of diabetic patients. He 
found that the time of perception may differ on the two 
sides of the body. Impairment of vibration sense may 
be the only neurological disturbance to be found in a 
diabetic patient, indicating an early stage of diabetic 
neuritis. 

One of the contributing factors in the production of 
this form of neuritis may be a relative lack of aneurin 
which, for this reason, should be given in every case of 
diabetes in which there is impairment of vibration sense. 

F. K. Kessel 


1963. Supplementary Treatment of Diabetes Mellitus 
with Steroid Hormones 

N. BURNSTEIN. Geriatrics [Geriatrics] 5, 93-98, March-— 
April, 1950. 34 refs. 


Twenty-eight female and 22 male ambulant diabetic 
patients were studied at the Charity Hospital of Louisiana, 
New Orleans. 

After stabilization on diet and insulin for a period of 
3 months, the women received oral doses of oestrogens 
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and the men oral and parenteral doses of androgens for 
periods ranging between 35 and 410 days. Of 42 courses 
of oestrogen and 36 of androgen, “ improvement” 
occurred after 30 (71%) and 26 (72%) respectively, the 
criterion being a “ substantial*’ reduction in insulin 
requirements. The experiment was “ controlled’ by 
giving courses of placebos. 

[The results of the control courses are not indicated. 
The recorded “improvements” in the tables are 
anomalous and no account is taken of spontaneous 
fluctuations in insulin requirements. The results in this 
paper should therefore be interpreted with caution.] 

P. D. Bedford 


1964. The Significance of the Exton-Rose Tolerance 
Test for the Diagnosis of Diabetes Mellitus. [In English] 
V. Scumipt. Acta Medica Scandinavica {Acta med. 
scand.] 136, 408-416, 1950. 1 fig., 9 refs. 


On 54 out-patients at a clinic in Copenhagen the 
divided dosage for the glucose tolerance test has been 
used. Only 3 examinations of the blood for sugar and 
2 of the urine are needed and the test occupies only 
1 hour. A level of less than 160 mg. of glucose per 
100 ml. in the third blood sample and absence of sugar 
from the urine are regarded as normal. In diabetes, at 
the third examination the blood sugar exceeds 180 mg. 
per 100 ml. and the rise between the first and second 
examinations exceeds 75 mg. per 100 ml. or the fasting 
blood sugar level is high. In benign glycosuria the 
blood sugar curve is normal. Blood sugar levels of 
160 to 180 mg. per 100 ml. are of doubtful diagnostic 
significance. The Exton-Rose test is useful and quick 
and saves time and work for patients and staff. 

E. Neumark 


1965. The Prognosis of Diabetes Mellitus. A Study of 
221 Patients Surviving at Least 15 Years. [In English] 
J. MARTENSSON. Acta Medica Scandinavica [Acta med. 
scand.] 137, 335-354, 1950. 4 figs., 20 refs. 

This paper is a study of 221 patients who had diabetes 
for 15 years or more. More than half of them needed 
40 units of insulin or more daily and in the others the 
condition was balanced by restrictions of diet, mainly of 
carbohydrates. More than half suffered from complica- 
tions of diabetes or co-existent diseases such as hyper- 
tension, arteriosclerosis, or renal or retinal disease. 
Neuritis was diagnosed only in 3 patients and pulmonary 
tuberculosis in 18. Of 46 patients who died at an 
average age of 64 after an average duration of 20 years of 
diabetic life, 28 died from cardiovascular diseases. 


- Two-thirds of the 139 patients who developed diabetes 


before the age of 45 continued to do their usual work after 
20 years of diabetes, and the rest continued their work 
for an average of 17 years followed by some years of 
illness. Of the 110 women, 14 became pregnant al- 
together 27 times, producing a total of 8 living babies. 
E. Neumark 


1966. A Half-century’s Experience in Diabetes Mellitus 
E. P. Jostin. British Medical Journal (Brit. med. J.] 1, 
1095-1098, May 13, 1950. 1 fig., 9 refs. 
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ELECTROCARDIOGRAPHY 


1967. The Q-T Interval in Normal Infants and Children 
M. M. ALimuRUNG, L. G. JosepH, E. CRAIGE, and 
B. F. MASSELL. Circulation [Circulation] 1, 1329-1337, 
June, 1950. 3 figs., 46 refs. 


The Q-T interval was measured in 517 normal infants 
and children from birth to 13 years of age inclusive. 
Its relationship to the cardiac cycle length was studied 


. on the basis of both Bazett’s and Ashman and Hull’s 


formulas. Although curves from both of these two 
formulas approximated the data well, Bazett’s curve 
fitted them somewhat more closely. The values for the 
mean K in these two curves were 0-404 with a standard 
deviation of 0-026 for Bazett’s formula and 0-378 with a 
standard deviation of 0-025 for Ashman and Hull’s 
formula. 

The spread of the normal Q-T, as related to the heart 
rate, can be expressed by the diagram with areas bounded 
by curves constructed with K values of the mean K plus 
and minus once and twice the standard deviation. In 
such a diagram, 73°, of all cases fell within the narrower 
area of spread and 95-6°%% within the wider area. 

Differences in the K values were noted in certain age 
groups, suggesting the possibility of some age peculiarities 
of the Q—T and R-R relationship. These variations may 
have to be considered for purposes of greater accuracy as 
well as for studies involving specific age groups in infancy 
and childhood. 

There was no significant difference in K values between 
the sexes.—[Authors’ summary.] 


1968. The Q-T Interval in Rheumatic Fever 

E. Craice, M. M. ALIMURUNG, E. F. BLAND, and 
B. F. MAsseLt. Circulation [Circulation] 1, 1338-1344, 
June, 1950. 4 figs., 16 refs. 


The Q-T interval of 143 rheumatic children between 
the ages of 7 and 14 years was measured. One hundred 
and two patients with quiescent rheumatic heart disease 
had Q-T intervals similar to those of normal children. 
Twenty-nine patients with fatal pancarditis had Q-T 
intervals within the normal range, but their average 
Q-T was slightly longer than that of normal control 
subjects. ° 

In a group of patients with active rheumatic fever, 
changes in the Q-—T interval occurred parallel with 
changes in the clinical condition in about two-thirds to 
three-fourths of the cases, but the opposite was also 
noted in a significant proportion. 

Duration of the Q-T interval may be determined in 
the study of rheumatic patients as a part of an over-all 
estimate of activity of the disease. Its usefulness is 
minimized by technical difficulties in measurement and 
by the infrequency with which it is abnormal.—[Authors’ 
summary. ] 
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1969. Electrocardiographic Patterns in Hypopotassemia: 
Observations on 79 Patients 

S. BELLet, W. A. STEIGER, C. S. NADLER, and P. C. GAZEs. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 219, 542-558, May, 1950. 8 figs., 31 refs. 


Serial electrocardiograms (leads I, II, and III, and 
precordial leads CR2, CR3, CR4, and CRS5) were 
recorded in 79 cases of hypopotassaemia, in 69 of 
which the condition was due either to diabetic acidosis 
(35 cases) or to vomiting secondary to intestinal obstruc- 
tion (34 cases). Five electrocardiographic patterns 
pathognomonic of hypopotassaemia are described: 
(1) depression of the ST segment; (2) inversion of the 
T wave; (3) normal amplitude of T wave with pro- 
longation of Q-T interval; (4) low amplitude of T;- 
(5) persistence of U wave. Patterns 1 and 2 were the 
most common, occurring in. 80°, of cases. Pattern 1 
was found most commonly in vomiting, pattern 2 in 
diabetic acidosis. 

The electrocardiogram is said by the authors to be an 
important adjunct” in the diagnosis of hypopotas- 
saemia. The claim is also made that in individual patients 
T and ST changes are a fair guide to the degree of hypo- 
potassaemia, but that isolated records are of no value for 
this purpose. On the other hand, Q—T-interval prolonga- 
tion is considered to be a crude guide to the degree of 
hypopotassaemia. The U wave is considered to furnish 
important evidence of hypopotassaemia, having been 
present in 31 cases. The electrocardiographic changes 
of hypopotassaemia were immediately reversible by 
administration of potassium. 

William A. R. Thomson 


1970. The Form of the QRS Complex in the Normal 
Precordial Electrocardiogram and in Ventricular Hyper- 
trophy 

G. B. Myers. American Heart Journal [Amer. Heart J.] 
39, 637-649, May, 1950. 3 figs., 20 refs. 


For teaching purposes at Wayne University, Detroit, 
the author of this article has evolved a series of diagrams 
which are based on the Wilson precordial leads and 
** reconstruct the portion of the QRS complex registered 
in each lead at fixed intervals after the onset of the 
initial deflection ’’. The diagrams have been in use for 
4 years and in view of their success are now published, 
together with an analysis of the QRS complex of 
the precordial electrocardiogram in the normal heart, 
in left ventricular hypertrophy, and in right ventricular 
hypertrophy. 

[There is nothing new in the analysis, but postgraduates 
will -find the article a useful introduction to the subject, 
and teachers will find it of value in the somewhat difficult 
task of giving a clear explanation of the subject to their 
pupils, whether undergraduate or postgraduate.] 

William A. R. Thomson 
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1971. Dihydroergocornine in the Differential Diagnosis 
of Functional Heart Disturbances and Organic Heart 
Disease 

L. Porpy, H. S. Aral, and A. M. Master. Journal of 
the Mount Sinai Hospital {J. Mt. Sinai Hosp.] 17, 26-37, 
May-June, 1950. 2 figs., 24 refs. 


The “ 2-step”’’ exercise electrocardiogram and the 
10°%-oxygen test fail to provide objective evidence of 
organic heart disease in a proportion of patients with 
coronary artery disease, varying in different reports 
between 25% and 37:3%. Onthe other hand emotion 
alone, in the absence of structural myocardial damage, 
can produce electrocardiographic abnormalities (depres- 
sion of RS-T and inversion of T) indistinguishable from 
those which occur in organic heart disease. As a 
differential test the use of dihydroergocornine has proved 
superior to that of nitroglycerin or ergotamine, this 
last being contraindicated because of its angina- 
provoking properties. An intravenous injection of 
0-5 mg. of dihydroergocornine, given a few minutes 
before the exercise test, was shown to prevent the electro- 
cardiographic changes caused by functional disturbances, 
such as anxiety states, and it is regarded as a promising 
agent for use in the differential diagnosis of these condi- 
tions from organic anginal syndromes. In 10 patients 
with functional heart disturbances the ‘ 2-step ” test was 
positive before injection of the drug, but negative when 
repeated afterwards, whereas in 10 patients with coronary 
disease the test was positive both before and after 
injection. Reactions produced by the drug were 
transient and insignificant. J. L. Lovibond 


1972. The Effect of Dicumarol upon the Mortality and 
Incidence of Thromboembolic Complications in Congestive 
Heart Failure 

G. M. ANDERSON and E. HULL. American Heart Journal 
[Amer. Heart J.] 39, 697-702, May, 1950. 3 refs. 


1973. Myxoma of the Left Auricle 
P. M. MCALLEN. British Medical Journal [Brit. med. J.] 
1, 932-934, April 22, 1950. 3 figs., 25 refs. 


1974. Auricular Pressure Curves. (Courbes de pres- 
sions auriculaires) 
J. R. Sicot, F. Joty, and J. Cartotti. Presse Médicale 
[Pr. méd.] 58, 558-560, May 17, 1950. 9 figs., 10 refs. 
By means of electrical manometers the authors recorded 
oscillographically the pressure in the right auricle and, 
in most cases, in the right ventricle in normal subjects 
and in patients with various types of cardiac lesions. An 
electrocardiogram was taken simultaneously. In cases 
of inter-auricular septal defect the pressures in the right 
and left auricles were recorded. The normal pressure 
curve of the right auricle is described in some detail. 
Increased right auricular pressure is not necessarily due 
to heart failure, for it was not infrequently encountered 
in cases of congenital lesions without any evidence of 
failure. Investigation of pressures in right and left 
auricles showed that the direction of the shunt, as 
determined by gas analysis, was not always solely in the 


direction from the chamber with the higher pressure to 
that with the lower pressure; such shunts were often 
mixed ones. The time relations between the pressure 
changes in the two auricles were studied in some detail. 
Conditions found in certain arrhythmias are illustrated 
by instructive tracings. A. Schott 


1975. Ayerza’s Disease. (Enfermedad de Ayerza- 
Arrillaga) 

M. AairrE JAcA and A. GARCIA PEREZ. Actas Dermo- 
Sifiliograficas [Actas dermo-sif.| 41, 641-646, April, 1950. 
4 figs. 


A case of Ayerza’s disease of syphilitic origin is 
described. After treatment of acute right heart failure, 
specific therapy with iodides, then with penicillin (in 
small, spaced doses), and finally with neoarsphenamine 
and bismuth was given with good results. 

James Marshall 


1976. Hypothyroidism Produced by Radioactive Iodine 
(I'3!) in the Treatment of Euthyroid Patients with Angina 
Pectoris and Congestive Heart Failure 

H. L. BLuMGaRT, A. S. FREEDBERG, and G. S. KURLAND. 
Circulation [Circulation] 1, 1105-1141, May, 1950. 
2 figs., bibliography. 


The therapeutic results are reported of the induction 
of hypothyroidism by the administration of radioactive 
iodine (I?*!) in 18 patients with intractable angina pectoris 
or advanced congestive heart failure. After the induc- 
tion of hypothyroidism the patients were observed for 
periods ranging between 7 and 24 months. 

The patients were given carrier-free I'*! orally in single 
or divided doses to a total of 25-5 to 150 mc., the average 
dose being 54-4 mc., of which the average retention was 
mec. Mild thyroiditis sometimes followed its 
administration, but otherwise there were no toxic effects. 
The therapeutic effects appeared 5 weeks to 5 months 
later and the hypothyroidism produced was persistent. 
In general the patients were ambulatory during treatment, 
only patients who were seriously incapacitated and had 
not been helped by standard measures being treated. 
The treatment was more successful in cases of angina 
pectoris, although the results in congestive failure were 
sometimes very useful. The symptoms were strikingly 
lessened or abolished in 8 of the 13 patients with in- 
tractable cardiac pain; in the other 5 the angina was 
relieved when the patient became myxoedematous, but 
recurred when thyroid was given to relieve the discomfort 
of the myxoedema. Of the 5 patients with congestive 
heart failure only 3 were improved. 

The authors distinguish between hypothyroidism and 
myxoedema. The former, as they understand it, is a 
condition in which the basal metabolic rate is reduced 
without limitation of the patient’s alertness or the 
production of discomfort. Myxoedema is a further 
stage of hypothyroidism in which the mental faculties 
are impaired and various aches and pains appear. 
Because of this it was found necessary, when treatment 
with I'81 had successfully reduced or abolished the 
activity of the thyroid gland, to give thyroid by mouth, 
the smallest dose being given which was found to relieve 
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the discomfort of the myxoedema. This method of 
treatment is presented as one which may add months of 
worthwhile existence to otherwise disabled cardiac 
patients. H. E. Holling 


1977. Observations of the Levels of Circulating Eosino- 
phils in Congestive Heart Failure; the Possible Role of 
the Adrenal Cortex in Cardiac Edema. 

J. M. Ettiorr. Lahey Clinic Bulletin (Lahey Clin. Bull.] 
6, 251-255, April, 1950. 2 figs., 6 refs. 


The number of circulating eosinophils was counted 
in 8 cases of congestive heart failure arising from 
various causes. During,the first few days after admission 
to hospital each patient was made to rest in bed and 
’ given diuretics, digitalis, and a low-sodium diet; eosino- 
phils were counted daily The 8 patients were treated 
in four different hospitals so that the counts were made 
in four different laboratories by different technicians, 
although all used Thorn’s modification of Dunger’s 
technique. 

In all cases the initial eosinophil count was low 
(150 to 180 per c.mm.) and rose to normal levels as the 
patient’s condition improved. 

It is suggested that, if a fall in the eosinophil count is 
an indication of increased adrenal cortical activity, these 
findings show that congestive heart failure causes a state 
of hyperactivity in the cortex, whose function returns 
towards normal as the failure is relieved. 

H. E. Holling 


1978. The Effects of Potassium upon the Heart, with 
Special Reference to the Possibility of Treatment of Toxic 
Arrhythmias Due to Digitalis 
C. D. ENsELBERG, H. G. SiMMons, and A. A. MINTZ. 
American Heart Journal [Amer. Heart J.] 39, 713-728, 
May, 1950. 6 figs., 26 refs. 


The effect on various forms of cardiac arrhythmia 
(mostly due to digitalis intoxication) of the administra- 
tion by mouth of 2 to 10 g. of potassium chloride (or of 
a mixture of equal parts of the chloride and acetate) 
was studied in 31 subjects. Ventricular extrasystoles 
(24 cases) were usually abolished or greatly reduced in 
frequency after half an hour, with a maximum response in 
1 to 2 hours, the effect persisting for at least 4 hours. 
Sinus rhythm was restored in 2 cases of auricular tachy- 
cardia. Slowing of the ventricular rate occurred in 
auricular flutter (1 case) and auricular fibrillation 
(1 case) without change in the auricular rate. In 2 cases 
of incomplete heart block there was further prolongation 
of P-R interval or the development of dropped beats. 
Sinus arrest (2 cases) became increased in frequency. No 
significant changes in the T waves were noted with the 
doses used. 

It is suggested that potassium salts restore the 
potassium lost from the heart muscle in digitalis intoxica- 
tion, and that they are of therapeutic value in abolishing 
ventricular extrasystole, ventricular tachycardia, and 
possibly auricular tachycardia in such cases. The 
literature is briefly reviewed. J. W. Litchfield 


See also Section Pathology, Abstract 1898. 
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1979. The Myocardium in Subacute Bacterial Endo- 
carditis 

O. Sapuir, L. N. Katz, and I. Gore. Circulation 
[Circulation] 1, 1155-1167, May, 1950. 12 figs., 19 refs. 


The records of 76 fatal cases of subacute bacterial 
endocarditis from the files of the U.S. Armed Forces 
Institute of Pathology were studied, the purpose of the 
investigation being to attempt to correlate pathological 
changes found at necropsy with electrocardiographic 
changes found in life, with particular reference to the 
incidence of myocarditis. In all cases histological 
examination of the heart showed myocarditis, perivascular 
infiltration and fibrosis, Aschoff bodies, infarcts, and 
intravascular thrombi to be present in various combina- 
tions. Electrocardiographic changes which could ‘be 
attributed to the myocardial damage shown at necropsy 
are described. It is urged that clinical evidence of 
myocardial change should be sought for more carefully 
in all cases of subacute bacterial endocarditis. 

H. E. Holling 


1980. Abacterial Form of Endocarditis with Necrosis of 
the Ears 

K. BALL. British Medical Journal [Brit. med. J.) 1, 
1236-1237, May 27, 1950. 2 figs., 10 refs. 


1981. Anomalous Atrioventricular Excitation Produced 
by Catheterization of the Normal Human Heart 

C. E. KossMANN, A. R. BERGER, S. A. BRILLER, B. RADER, 
and J. BRUMLIK. Circulation [Circulation] 1, 902-909, 
April, 1950. 3 figs., 15 refs. 


Electrocardiographic abnormalities resembling those of 
the Wolff—Parkinson—White syndrome were produced as 
an intracardiac electrode was slowly withdrawn through 
the right ventricle during a continuous electrocardio- 
graphic recording. This anomalous auriculo-ventricular 
excitation might, it is suggested, be caused by contact of 
the catheter with the endocardial surface of the right 
ventricle, resulting in increased irritability of a ventricular 
centre (most probably in the septum) which then dis- 
charged prematurely owing to the slight rise in intra- 
ventricular pressure due to auricular contraction. A 
similar physiological mechanism might be the basis of the 
naturally - occurring Wolff —Parkinson—White electro- 
cardiographic phenomenon. A. I. Suchett-Kaye 


1982. Further Studies on Mechanism of Auricular 
Fibrillation 

D. Scuerr, L. J. MORGENBESSER, E. J. NIGHTINGALE, 
and K. T. SCHAEFFELER. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol. N. Y.] 73, 650-654, April, 1950. 2 figs., 9 refs. 


This paper deals with the experimental production of 
auricular fibrillation and the elucidation of its mechanism. 
Scherf and his collaborators have already shown that 
auricular flutter and auricular fibrillation can be produced 
in dogs by the topical application of aconitine to the 
animal’s auricle. These arrhythmias can be immediately 
stopped when the area of application is isolated from the 
rest of the auricles or cooled. These experiments (pub- 
lished previously) were undertaken to disprove Lewis’s 
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theory of the circus movement as the underlying 
mechanism of auricular fibrillation. 

In the present experiments tracings were obtained from 
dog hearts in which auricular fibrillation was induced 
either by stimulation with rhythmic electrical shocks or 
by the application of a concentrated solution of acetyl- 
choline to the area of the sinus node. This experi- 
mentally produced auricular fibrillation could not be 
stopped by cooling of the site of application of the drug. 
In nearly all the experiments, however, the simultaneous 
cooling of the sinus and A-V nodes terminated the 
auricular fibrillation. Furthermore, interruption of the 
cooling caused the auricular fibrillation to recur. It is of 
interest that in one instance auricular flutter appeared at 
the end of fibrillation and also after the cooling thermode 
was withdrawn before the reappearance of auricular 
fibrillation. 

The results obtained in the present experiments 
are considered to be incompatible with a circus-movement 
mechanism. An alternative theory of rapid stimulus 
formation in a centre or centres is favoured. Thus in 
some forms of auricular fibrillation more than one centre 
of rapid stimulus formation could be active and it is also 
possible that rapid stimulus formation in the A-V node 
might be responsible for auricular fibrillation. 

A. I. Suchett-Kaye 


1983. Blood Quinidine Concentrations as a Guide in the 
Treatment of Cardiac Arrhythmias 

M. SoxoLtow and A. L. EpGar. Circulation [Circula- 
tion] 1, 576-592, April, 1950. 11 figs. 27 refs. 


Quinidine levels were determined in blood and urine 
by photofluorometry in 72 patients receiving this drug. 
Thirty of the patients had auricular flutter or fibrillation 
and the remainder were given the drug for the prevention 
of paroxysmal arrhythmias, for example after myocardial 
infarction. 

Normal rhythm was restored twenty-eight times in 
24 patients with auricular flutter or fibrillation. In 75% 
of these instances conversion took place with levels of 
quinidine between 4 and 9 mg. per litre of blood. To 
produce this effect it was usually necessary to give 0-4 to 
0-6 g. of quinidine every 2 hours for 5 doses. In 5 cases 
conversion occurred with levels below 4 mg. per litre. 
Levels of 7 mg. per litre were obtained in all the cases of 
failure, and in 4 of these a blood concentration of 10 mg. 
per litre was exceeded. After a given dose of quinidine 
the maximum level in the blood is reached in about 
2 hours and significant levels may persist for 12 to 
24 hours. When the drug is given every 2 hours the rise 
in level in the blood after successive doses becomes 
progressively less, and if administration is continued the 
level reaches a plateau for about a week and then falls. 
To prevent paroxysmal ventricular tachycardia it 
appeared necessary to maintain a level of 4 mg. per litre 
of blood: C. Bruce Perry 


1984. The Effects of Magnesium upon Cardiac 
Arrhythmias 

C. D. ENSELBERG, H. G. Simmons, and A. A. MINTZ. 
American Heart Journal |Amer. Heart J.| 39, 703-712, 


May, 1950. 3 figs., 26 refs. 


1985. Bernheim’s Syndrome: Report of a Case 

D. H. Atias, H. L. EISENBERG, and P. GABERMAN, 
Circulation [Circulation] 1, 753-758, April, 1950. 
3 figs., 13 refs. 


A case of Bernheim’s syndrome is described which was 
diagnosed during life and confirmed at necropsy. The 
patient, a woman of 54, gave a history of hypertension of 
3 years’ duration. There was oedema of the legs up to 
the knees, and a sacral pad. The liver and spleen were 
enlarged. She could lie flat with comfort. A _ radio- 
graph showed enlargement of the left ventricle and right 
auricle, but not of the right ventricle or left auricle. The 
signs of failure receded with treatment, but 3 months later 
she was re-admitted and died. Necropsy showed gross 
hypertrophy of the left ventricle and of the septum, the 
thickness of each being 22 mm. The right ventricular 
cavity was narrow and sickle-shaped. The right auricle 
was large and hypertrophied, the wall being twice as 
thick as that of the left auricle. C. W. C. Bain 


1986. The Syndrome of Bernheim as a Clinical Entity 
H. I. Russek and B. L. ZOHMAN. Circulation [Circula- 
tion] 1, 759-765, April, 1950. 2 figs., 40 refs. 


The case is described of a man of 45 with hypertension, 
cyanosis, and distended veins in the neck, the venous 
pressure being 180 mm. of water. The liver and spleen 
were enlarged and there was oedema of both feet. There 
were no physical signs of congestion in the lungs and the 
patient could lie flat. The radiograph showed enlarge- 
ment of the left ventricle and clear lung fields. On these 
findings Bernheim’s syndrome was diagnosed. With 
treatment the signs of cardiac failure receded, but 
6 months later he was re-admitted in relapse and died. 
At necropsy the wall of the left ventricle was 24 mm. 
thick and the septum 22 mm. The septum bulged into 
the right ventricle, reducing the volume of the cavity 
greatly. The authors conclude that Bernheim’s syndrome 


is a clinical entity and may be diagnosed in life in cases of 


isolated right ventricular failure in the presence of signs 
of considerable left ventricular hypertrophy. 
C. W. C. Bain 


1987. Right Heart Catheterization in Acyanotic Con- 
genital Heart Disease 

F. H. Apams, J. W. LABREE, and H. M. STAUFFER. 
Journal Lancet [J. Lancet] 70, 159-165, May, 1950. 
4 figs., 6 refs. 


The authors catheterized the heart in 40 cases of 
acyanotic congenital heart lesions which were not quite 
typical, and compared the diagnosis thus obtained with 
independent clinical and radiological diagnoses. Clinical 
and radiological assessment alone was correct in only 
about half of the cases. Catheterization obviously has a 
place in this uncertain group of cases but is probably of 
less value in straightforward cases. Technical con- 
siderations are mentioned briefly and pressure readings 
and oxygen saturation figures are given in tabulated form 
for all the cases. Clinical, radiological, and ** catheter ” 
diagnoses are compared. W. P. Cleland 


See also Section Radiology, Abstracts 1873, 1874. 
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ANGINA AND CORONARY OCCLUSION 


1988. _Observations on the Clinical Use of Visammin 
(Khellin) 

R. H. ROsSENMAN, A. P. FISHMAN, S. R. KAPLAN, 
H. G. Levin, and L. N. Katz. Journal of the American 
Medical Association [J. Amer. med. Ass.] 143, 160-165, 
May 13, 1950. 16 refs. 


Working at the Michael Reese Hospital, Chicago, the 
authors studied the therapeutic effect of visammin 
(khellin) in 44 cases of angina pectoris, 8 of chronic cor 
pulmonale, and 21 of acute bronchial asthma. Patients 
with angina received 100 to 300 mg. daily by mouth 
in divided doses for periods of 3 to 13 weeks (in one case 
for 40 weeks), control observations being made while 
no treatment other than glyceryl trinitrate was given and, 
in 12 cases, while a placebo was substituted for visammin. 
The condition in 11 of the 14 cases was considerably 
improved, as evidenced by decreased number and 
severity of attacks, reduced glyceryl-trinitrate requirement, 
and increased exercise tolerance. Patients with cor 
pulmonale were given 150 mg. to 400 mg. daily by mouth 
for periods of 5 days to 10 weeks. All obtained striking 
relief of dyspnoea, wheezing, and cyanosis, accompanied 
by increased exercise tolerance and a sense of well-being; 
3 patients who also had congestive heart failure showed 
improvement in the peripheral signs of failure. Acute 
bronchial asthma was treated with a single intramuscular 
injection of 100 to 200 mg. of visammin in a concentration 
of 50 mg. per ml. Relief was decided or total in 9 cases, 
moderate in 3, and absent in 9. Improvement, when it 
occurred, began 3 to 30 minutes after injection and lasted 
usually for 1 to 2 hours. 

Unpleasant side-effects such as constipation, insomnia, 
somnolence, light-headedness, dizziness, urticaria, and 
severe nausea were noted in 17 cases out of 59 (this total 
includes a further 16 cases of angina pectoris excluded 
from the analysis of results because “* their subsequent 
course could not be adequately evaluated”). Two 
patients with angina died suddenly during treatment, 
apparently of myocardial infarction. It is not yet 
clear whether the toxic effects are due to the drug itself 
or to impurities present in the available preparations. 

H. McC. Giles 


1989. Transthoracic Block of the Cardio-aortic Plexus 
in Angina Pectoris. 6noKana 
aOpTasIbHbIx Cnme- TeHHH MpH rpyMHoH 
J. J. DZHANELIDZE. Meguuuua [Kiin. 
Med., Mosk.] 28, No. 1, 3-9, Jan., 1950. 2 figs. 


A review of cases reported in the world literature in 
which sympathectomy or transthoracic block for angina 
pectoris was carried out is given by the author. He 
Suggests that all pain in angina pectoris is referred to the 
central nervous system via the anterior and posterior 
cardio-aortic plexuses and that by blocking this path 
pain is eliminated. 

For this purpose the author has devised the following 
Operation. The patient is put on an ordinary operating 
table and the skin and subcutaneous tissues in the first 
intercostal space to the right and left and over the sternum 
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are anaesthetized with 25 ml. of a 1% procaine solution. 
A 2-cm. incision is made and part of the sternum and 
subcutaneous tissue is removed. When a _ needle 
10 to 12 cm. long and 0-5 to 0-8 mm. wide is inserted and 
reaches the region of the aorta it starts to pulsate. The 
author then introduces 30 to 40 ml. warm 1% procaine. 
The needle is withdrawn and the wound stitched up in 
the ordinary way. The author discusses the results of 
this procedure in 27 cases which he has treated since 1948. 
There were 19 men and 8 women between the ages of 
27 and 60; 23 were 40 to 60 years old. The duration of 
illness in these cases ranged from 1 year to 13 years, 
Sixteen had angina pectoris during the day only, 11 during 
the day and night. The pain was retrosternal in 25 cases, 
in One case it radiated to the left chest, and in one to the 
right chest. Four patients suffered from an occasional 
attack only, 12 had one attack daily, and 10 had more 
than one attack daily. In 13 cases the attacks lasted for 
minutes, in 12 they lasted for about half an hour, and in 
2 they lasted for 2 to 3 hours. In 22 cases a myocardial 
infarct was present. 

The author states that the operation is short and that so 
far no accidents have ever occurred. Good results (no 
more attacks) were seen in 16 cases followed up for from 
1 to 19 months after the operation. There were less 
frequent and milder attacks in 3 cases; in 8 cases there 
was no change. In 6 cases the condition relapsed within 
a short time; the cardio-aortic plexus was blocked a 
second time and the patients appeared to be free from 
attacks for 2 months. It is thought by the author that . 
this operation will never achieve a lasting effect, but that 
it may help to overcome the pain in angina pectoris for a 
certain length of time. N. Chatelain 


1990. Long-term Dicumarol Therapy to Prevent Re- 
current Coronary Artery Thrombosis 

E. S. NicHot and J. F. BorG. Circulation [Circulation] 
1, 1097-1104, May, 1950. 3 figs., 10 refs. 


This is a report of long-continued treatment with 
dicoumarol in 78 cases after an attack of coronary 
thrombosis and/or myocardial infarction. Of 12 patients 
who died during treatment, 4 had had recurrent throm- 
boses; 57 patients still taking dicoumarol have “ little 
anginal complaint ’’. Ten of them have had no attack 
for 2 or 3 years and one had the last of three attacks over 
5 years ago. Five have had serious recurrences during 
treatment. The aim has been to keep the prothrombin 
time at 2 or 24 times the normal. With the Quick 
method, the average normal prothrombin time in the 
authors’ laboratory was found to be 13-5+-1-5 seconds. 
The desired range of prothrombin time in _ treated 
patients was 24 to 38 seconds, corresponding roughly 
to 30 to 10% of prothrombin activity. The period of 
administration and follow-up varied from 3 to 62 months, 
mostly 3 to 12 months. Prothrombin time was estimated 
every 4 days initially, the intervals between estimations 
being increased later to 14 days. There were considerable 
variations in the requirements for dicoumarol of different 
patients, and also sudden changes in the tolerance of 
individual patients. One patient taking 700 to 800 mg. 
of dicoumarol weekly showed a striking increase in 
prothrombin time when his preference for milk was 
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temporarily replaced by a liking for ale. Major haemor- 
rhages occurred in 13 patients, 2 of whom died. No 
clinical or post-mortem evidence was found of liver or 
renal damage. The danger of sudden death with severe 
hypoprothrombinaemia is emphasized. 

[As the authors remark, “no conclusions as to the 
efficacy of the regime can be drawn from this uncontrolled 
series’. They suggest that a proper evaluation is 
required even though “ the establishment of adequate 
controls would be admittedly difficult *’.] 

Derek R. Wood 


1991. Coronary Occlusion 
K. S. MACLEAN. Guy’s Hospital Reports [Guy’s Hosp. 
Rep.| 99, 1-40, 1950. 32 refs. 


The records of all cases of coronary occlusion admitted 
to Guy’s Hospital, London, between January, 1946, and 
February, 1949, are analysed. The term “ coronary 
occlusion’ is used to denote “all episodes in which 
permanent narrowing is believed to have occurred in the 
arteries of the heart muscle ’’, the diagnosis being made 
on clinical grounds. The present series included 
86 such episodes involving 83 patients, 3 patients having 
each suffered 2 separate attacks. 

The initial site and direction of radiation of the pain 
gave no indication of the type of infarct. It is noted 
that pain of precordial origin occurred in 19-7% of cases 
—an unexpectedly high figure—this site being second in 
frequency to the retrosternal (59:2%). Ten patients gave 
no satisfactory history of one sustained attack of pain 
The frequency of premonitory pain (28-2%) is stressed, 
‘this occasionally taking the form of angina of effort of 
recent onset, but more frequently of episodes of pain, 
with no definite relation to rest or exertion, lasting from 
5 minutes to 2 hours. ‘* Occlusive angina ”’ is suggested 
as a name for such attacks. The usual male pre- 
ponderance was seen (82%), especially in the younger age 
groups. The over-all mortality was 31-4%, but con- 
siderable variation occurred in the length of time between 
the onset of the episodes and admission to hospital. 
Mortality was uninfluenced by sex, but rose steadily with 
age (apart from patients under 45), and was higher among 
patients with an anterior infarction, the difference being 
due to increased mortality after the first week in the small 
series observed. A _ history of previous attacks of 
coronary occlusion or angina did not appear to affect 
the prognosis. The four major cardiac complications 
considered (congestive cardiac failure, pulmonary 
oedema, auricular fibrillation or flutter, and heart block) 
all affected the prognosis adversely. Pain lasting more 
than 12 hours, a low systolic blood pressure on admission, 
a leucocyte count of over 12,000 per c.mm., and fever 
were all associated with an increased mortality. Sudden 
death (13 cases) and progressive deterioration (14 cases) 
were equallycommon. Two-thirds of all deaths occurred 
within the first week and in no case did sudden death 
occur after the second week. 

Post-mortem examination was made in 24 out of 
27 fatal cases. Myocardial infarction with complete 
occlusion of an artery by a thrombus (11 cases), complete 
occlusion of an artery by a thrombus in the absence of 
infarction (2 cases), partial or complete occlusion of an 


artery by atheroma with infarction (6 cases), partial or 
complete occlusion of an artery by atheroma in the 
absence of infarction (4 cases), and myocardial haemor- 
rhage (1 case) were all observed. Typical pain had 
occurred in 4 cases in which no infarction was found. 
[No description is given of the technique by which the 
coronary arteries were examined, and it seems doubtful 
whether thrombosis in small vessels remote from the 
infarct and maintaining collateral circulation was always 
excluded.] An attempt is made to estimate the frequency 
of thrombo-embolic complications. In 11 patients 
(4 of whom died) a spread of the original coronary 
thrombosis was considered to have occurred, 10 patients 
(3 of whom died) were considered to have suffered 
pulmonary embolism, and 3 patients (all of whom died) 
to have suffered embolism of a systemic artery. These 
phenomena were not strictly responsible for death in all 
the fatal cases in which they occurred. 

The treatment of coronary occlusion is discussed. 
Respiratory depression following the administration of 
morphine was considered to have been a subsidiary cause 
of death in 6 cases, and caution in its use is advised when 
shock is marked and pain slight. Pethidine was found 
to be effective in controlling the less severe degrees of pain. 
Digitalis should be reserved for cases with rapid auricular 
fibrillation, and its effect in reducing the prothrombin 
time is a possible indication for the institution of anti- 
coagulant therapy in such cases. Quinidine should be 
reserved for cases with ventricular tachycardia or frequent 
extrasystoles. The desirability of the routine administra- 
tion of anticoagulants is discussed and the conclusion 
reached that “ while the question is not yet settled a 
strong case can be made out for the administration of 
dicoumarol if adequate laboratory facilities are available.” 

J. W. Litchfield 


1992. Rupture of the Heart Following Myocardial 
Infarction: Data from a Small Hospital 
A. H. Ciacett, J. H. BeNGe, and J. W. Hooker. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 219, 513-516, May, 1950. 29 refs. 


See also Section Pathology, Abstract 1900. 
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1993. Arterial Insufficiency Studied by Several 
Plethysmographic Techniques Employing Occlusion of the 
Arteries of the Extremity 

T. Winsor, R. E. Morrison, B. O. Konpo, and 
P. YAMAUCHI. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 219, 473-481, May, 1950. 4 figs., 
18 refs. 


The changes in blood flow in the limbs following 
arterial occlusion were studied in normal subjects and 
patients suffering from various abnormalities of the 
peripheral arteries at the Hospital of the Good Samaritan, 
Los Angeles, and the University of Southern California 
Medical School. A cup-shaped toe-plethysmograph and 
a plastic foot-plethysmograph were used, both being 
filled with water. The blood flow was studied in all cases 
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before, and at frequent intervals after, 5 minutes of arterial 
occlusion. Normal subjects showed the usual pheno- 
menon of reactive hyperaemia as soon as arterial occlu- 
sion ceased, there being a rapid and immediate increase 
of the blood flow through the foot or the toe. In those 
suffering from blocking or spasm of arteries, there was 
a delay of about 14 minutes after release of the arterial 
flow before any blood flow could be measured; 
the increase, moreover, was slower, and the highest level 
reached was lower, than in normal subjects. Abolition 
of sympathetic vasoconstrictor tone in patients with 
spastic conditions of the arteries resulted in a more 
normal response being obtained. The delay in reactive 
hyperaemia could be demonstrated only if a toe-plethys- 
mograph were used and then only if the arteries were 
occluded at the ankle, not near the toe. It was concluded 
that the delay was caused by spasm or obstruction in the 
vessels of the toe and the opening-up of vascular shunts 
in the foot. It was also concluded that’only with a 
toe-plethysmograph could changes in the small arteries 
be demonstrated, although a  foot-plethysmograph 
showed up changes in the larger arteries. 

[Esoteric jargon makes this paper almost unintelligible. ] 

E. M. Glaser 


1994. Veratrum Viride in the Treatment of Hyper- 
tensive Vascular Disease 

W. S. Cog, M. M. Best, and J. M. KiINSMAN. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
143, 5-7, May 6, 1950. 1 fig., 5 refs. 


A series of 25 ambulant patients with sustained hyper- 
tension was treated with veratrum viride for 12 to 30 
weeks in a maximum daily dosage of 60 to 120 Craw 
units. Nausea and vomiting necessitated limitation of 
the daily dosage in 16 cases, and in 2 cases vaso-vagal 
collapse occurred; in 23 cases the veratrum treatment 
was followed by a course of identical inert tablets for 
at least a month. Some fall in blood pressure occurred 
in most of the patients, but a sustained fall in systolic 
pressure of more than 30 mm. Hg occurred only in 
2 cases, and in no case was there a fall greater than 
20 mm. Hg in diastolic pressure. Symptomatic improve- 
ment occurred in 64% of the 25 patients during treatment 
with veratrum, and in 60-8% of the 23 during the subse- 
quent administration of inert tablets. It is concluded 
that veratrum viride is not a satisfactory drug for the 
treatment of ambulant hypertensive patients. 

J. W. Litchfield 


1995. Prognosis of Vascular Hypertension. A Nine Year 
Follow-up Study of Four Hundred and Eighteen Cases 

R. FrAnt and J. Groen. Archives of Internal Medicine 
[Arch. intern. Med.] 85, 727-750, May, 1950. 3 figs., 
18 refs. 


Results are given of a follow-up examination of 418 
patients with hypertension (blood pressures above 
155 [mm. Hg] systolic and 100 [mm.] diastolic) who were 
re-examined after a period of 8 to 9 years. The death 
tate for men with essential hypertension exceeded the 
normally expected death rate in the same age groups by 
102°: for the women this figure was 91%. Chronic 
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nephritis increased the death rate in men by 587% and in 
women by 150% in excess of the normal. Hypertension 
related to toxemia of pregnancy carried a mortality of 
155% in excess of the expected. The total excess 
mortality for patients with hypertension of all types was 
233% for the men and 201% for the women. — 

Analysis of the cases of essential hypertension showed 
that the mortality increased with increase of both 
systolic and diastolic blood pressure. A similar, even 
more constant, parallelism was found in the ophthalmo- 
scopic picture. The findings of Keith, Wagener, and 
Barker for the prognostic significance of the retinal 
changes could be confirmed. The condition of the 
fundus of the eye is a better guide for the prognosis of 
hypertension than the increase in blood pressure. 
Complications such as heart disease, albuminuria, 
diabetes and obesity had a definite influence on the 
prognosis. Heart disease, albuminuria and diabetes 


appeared to reduce the expectation of life, even more 


for women than for men. Hypertension accompanied 
with obesity appeared to be prognostically more favour- 
able than the same hypertension in patients whose weight 
was normal or low. Hypertension in young subjects 
carries a relatively shorter life expectancy than high blood 
pressure in old age. 

Among the causes of death of the patients with all 
forms of hypertension, heart disease (40-9%) takes the 
lead; next comes carcinoma (16°4%), followed by 
uremia (14:9%) and apoplexy (86%). Apoplexy as 
cause of death was almost seven [sic] times as common 
— women (14:2%) as among men (3-1%). For 

9-4% of the deaths in this series the cause could not be 
ascertained. 

The progress of the disease in the patients who were 
still alive at the time of the re-examination will form the 
subject of a separate paper.—[Authors’ summary.] 


1996. The Clinical Effect of Dihydroergocornine 
Methanesulphonate (DHO-180) in Arterial Hypertension: 
a Preliminary Report 

R. M. TAaNpowsky. Circulation [Circulation] 1, 686- 
691, April, 1950. 16 refs. 

Dihydroergocornine is derived from ergocornine, one 
of the three alkaloids of ergotoxine. A dose of 0-25 
to 0-5 mg. was given intravenously to 47 patients with 
hypertension whose blood pressure had remained raised 
in spite of mild sedation and a low-sodium diet. After 
the injection the systolic and diastolic pressures and the 
pulse rate fell on an average by 17°% as compared with the 
figures before the test. The maximum effect was 
obtained in about 30 minutes and was maintained for at 
least 2 hours, after which the diastolic pressure gradually 
returned to the former level. The systolic pressure and 
the pulse rate remained low for 24 hours. No effect was 
seen in 12 other patients who received injections of 
normal saline or glucose as a control. Toxic reactions 
to the drug were noted in 30 patients, but in only 2 cases 
were these considered alarming. In the main the 
complaint was merely of a feeling of stuffiness in the nose, 

It is suggested that dihydroergocornine has a central 
sympatholytic action and differs from peripheral vaso- 
dilators in that it slows the pulse by acting on the vagus 
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centre. It may thus find a place in the palliative treat- 
ment of hypertension and in the selection of cases for 
surgical treatment. C. W. C. Bain 


1997. A New Test for Vasopressor Substances in Hyper- 
tension 
D. B. FisHBAck. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 219, 517-522, May, 1950. 
9 refs. 


A test for vasopressor substances in the blood is 
described. This consists of injecting 3 ml. of human 
blood serum into the ear vein of a rabbit and then record- 
ing the animal’s circulation time by a fluorescein method. 
A circulation time of over 7-5 seconds is said to be 
abnormal. 

With this criterion, the following results were obtained. 
Out of 19 individuals with normal blood pressure the 
circulation time exceeded 7-5 seconds in 3 cases, the 
time in these 3 being 8-2, 15-2, and 17-0 seconds respec- 
tively. In each of these 3 cases the rabbit used for 
the test had had a previous injection of human serum. 
Out of 26 cases of benign hypertension abnormal 
circulation times were obtained in 20. Abnormal 
circulation times were also recorded in the 6 cases 
of malignant hypertension and in the one case of 
eclampsia investigated. Attention is drawn to the fact 
that administration of certain drugs to the patient, such 
as ergot, pituitrin, chloral hydrate, may give abnormal 
results. In the patients with uraemia (2 with malignant 
hypertension and | with benign hypertension) the circula- 
tion time was only slightly increased, to 8-2, 9-2, and 
8-8 seconds respectively. William A. R. Thomson 


1998. Biochemical versus Hemodynamic Factors in the 
Origin of ** Hypertensive ’’ Heart Disease. [In English] 
W. RaaBand E. LEPESCHKIN. Acta Medica Scandinavica 
[Acta med. scand.] 138, 81-93, 1950. 6 figs., biblio- 
graphy. 

The flattening or inversion of the T wave in the electro- 
cardiogram in cases of “ hypertensive heart disease ” 
is generally attributed to the increased haemodynamic 
load of the high blood pressure. Similar T-wave changes 
may, however, occur in any conditions giving rise to 
myocardial hypoxia, which may be caused either by a 
reduction in the oxygen supply to the myocardium or by 
an abnormal increase in oxygen consumption by the 
myocardium following the administration of adrenaline 
or noradrenaline. Moreover, lumbo-dorsal sympathec- 
tomy in hypertensive patients may result in a return of 
the T wave towards normal even though the blood 
pressure has not been reduced. 

Experiments were conducted on atropinized cats in 
which the adrenal blood supply had been occluded. 
Intravenous injections of 10 to 40 yg. of adrenaline or of 
noradrenaline produced inversion of the T waves in 
chest leads 1 and 4. The T-wave changes were, however, 
not directly related to the vasopressor response produced. 
When the vasopressor and cardioaccelerator responses 
were abolished by giving sympatholytic drugs such as 
benzodioxane or “ priscol”, injection of adrenaline 
still produced T-wave inversion. Similar T-wave 


changes were produced by the vasodepressor homologues 
N-isopropyladrenaline and N-ethyladrenaline. 

The authors suggest that the electrocardiographic 
changes in hypertensive heart disease are due to bio- 
chemical changes induced by either an excess of 
sympathomimetic amines or undue sensitization of the 
myocardial cells to these substances. The improvement 
in the electrocardiogram produced by lumbo-dorsal 
sympathectomy could then be attributed to the functional 
elimination of the adrenal medulla and large areas of the 
noradrenaline-discharging nervous tissue. [Recent work 


by Barnet et al. (Clin. Sci., 1950, 9, 151) does not support 
the view that there is anexcess of circulating noradrenaline 
in essential hypertension.] 


G. Ansell 


1999. Neuro-humoral Changes in Reflexogenic Hyper- 
tension. (K sompocy o Heipo-ryMopanbHbIx 
mpH pednekcoreHHoH 
HHH) 

M. I. GurevicH. Apxus Ilaronorun [Arkh. Patol.) 12, 
No. 1, 36-40, 1950. 13 refs. 


Hypertension was induced in rabbits by means of 
bilateral resection of the neuro-receptors in the arch of 
the aorta and the carotid sinuses. Blood pressure, 
pulse, and pupillary reactions to adrenaline and pilo- 
carpine were studied. The adrenergic activity of the 
blood was measured biologically on isolated hearts of 
frogs, and cholinergic activity on eserinized back muscles 
of leeches. Cholinesterase was estimated by titration. 
The results demonstrated that such induced hypertension 
is associated with an increase in the sympathicomimetic 
properties of the blood, which is accounted for to a large 
extent by the presence of adrenaline-like substances. 
The author concludes that increase in sympathetic tone 
plays an important part in the pathogenesis of such hyper- 
tension. L. Crome 


2000. The Anoxic Syndrome in Hypertension. (AHoKc#- 
4€CKHH CHHAPOM B KJIMHHKe 
6one3Hh) 

S. E. KrAsovitskaJjA, P. E. Syrkina, I. S. SHNITSER, and 
S. M. SHaApirRo. Apxus_ [Terap. 
Arkh.] 22, No. 2, 8-13, March-April, 1950. 2 figs., 
5 refs. 


The authors suggest that anoxia plays an important 
part in the development of hypertension. Charnij er al. 
showed that the initial stage of experimental hypertension 
was characterized by local as well as general anoxia. In 
this “* anoxic syndrome” the normal oxyhaemoglobin 
dissociation curve was lowered and moved to the right, 
there was a high partial pressure of oxygen in the arterial 
blood (100 mm. Hg and above), and early insufficiency 
of heart and circulation was present. 

In order to find out whether similar changes take place 
in clinical hypertension 10 patients were investigated 
and an analysis of the gas exchange in the blood and the 
oxyhaemoglobin dissociation curves before and after 
oxygen treatment was made. Amongst the cases of 
hypertension three distinct groups were found to occur. 
Two case histories of women with hypertension after 
menopausal disturbances are given. Here the oxy- 
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BLOOD 


haemoglobin dissociation curve was normal and the 
arterio-venous oxygen difference was only slightly raised. 
These cases were treated by inhalations of oxygen for 
20 minutes daily for 3 weeks. The arterio-venous 
oxygen difference approached the normal after this 
treatment. It was thought that in these cases the hyper- 
tension was only transient and that the course of the 
disease would be benign. Cases of “ essential hyper- 
tension *” were associated with a not very pronounced 
“anoxic syndrome’’. The oxyhaemoglobin  dis- 
sociation curve was altered, there was a high partial 
oxygen pressure in the arterial blood, and the arterio- 
venous oxygen difference was high. Oxygen therapy 
led to an improvement. It was thought that in these 
cases the kidney might be diseased and that the prognosis 
should be guarded. In cases of malignant hypertension 
the anoxic syndrome was very pronounced and oxygen 
therapy had no effect at all. These cases showed 
evidence of kidney disease and the patients died within a 
short time. 

The authors maintain that the anoxic syndrome and 
its response to oxygen therapy may be a useful guide 
in the evaluation of hypertension. N. Chatelain 


BLOOD VESSELS 


2001. Clinical Features and Pathogenesis of Spontaneous 
Rupture of the Aorta. (K Camo- 
PaspbIBa AOPTHI) 

N. L. Tepanestaueckui Apxus [Terap. Arkh.] 
22, No. 2, 14-24, March-April, 1950. 15 refs. 


The author discusses the clinical features and patho- 
genesis in 18 cases of spontaneous rupture of the aorta. 
Six case histories are given. The term spontaneous 
rupture is used for cases in which there is no trauma or 
neoplasm. In none of the cases was the condition 
diagnosed during life. There were 15 men and 3 women: 
most were over 40 years of age, 4 were under 40, and one 
patient was 15 years old. In 11 cases hypertension was 
present. In 11 cases the aorta ruptured in its ascending 
part, and in 5 cases there were multiple ruptures. In 
most cases the rupture led to the formation of a dissecting 
aneurysm. A severe migrating pain was the presenting 
symptom in 15 cases; other symptoms and signs included 
vomiting, dizziness, shock, and neurological signs (a 
rapidly developing paralysis of the lower limbs due to 
ischaemia). A diastolic murmur could often be heard 
in the aortic area, indicating an enlarging aorta and 
incompetence of the valves. Tachycardia and pulsus 
paradoxus developed in some cases. The electro- 
cardiogram did not show anything abnormal. The 
radiological picture was that of a progressively enlarging 
aorta with a double contour. The immediate cause of 
death was heart tamponade in 7 cases. Seven patients 
lived for about 24 hours after the beginning of symptoms, 
the others lived longer (up to 35 days in one case in which 
laparotomy was twice performed because the diagnosis 
of a perforated ulcer was made). The differential 
diagnosis is from myocardial infarction and ulcer 
perforation. In the pathogenesis, hypertension and 
atherosclerosis are of importance. Congenital lesions, 
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such as a stenosis of the aortic isthmus, may predispose 
to a spontaneous rupture. N. Chatelain 


2002. Endarteritis Obliterans (Obliterative Endarteritis) 
D. W. KRAMER. Angiology [Angiology] 1, 53-63, Feb., 
1950. 2 figs., 7 refs. 


Endarteritis obliterans is a peripheral vascular disease 
characterized by a gradual onset and attacking the 
smaller vessels in the distal parts, which runs a progres- 
sive course with manifestations of trophic disturbances 
in the soft tissues and a tendency to result in ulceration 
and possibly gangrene. In contrast to thrombo-angiitis 
obliterans, patients may be of either sex, the upper limbs 
are frequently involved, there is a higher incidence of 
positive Wassermann reactions, peripheral pulses are 
often palpable, and the pathological lesion is an occlusion 
of the smaller vessels by proliferation of endothelial cells 
rather than by thrombus. While the condition is not 
common, the diagnosis was made in 57 out of 3,800 
patients with vascular disease. When the condition 
involves the upper limbs, differential diagnosis is from 
thrombo-angiitis obliterans, Raynaud’s syndrome, 
scleroderma, frostbite, and embolic occlusion. 

T. Semple 


2003. Peripheral Arterial Embolism. A Study of 
330 Unselected Cases of Embolism of the Extremities 

H. Hatmovicit. Angiology [Angiology] 1, 20-45, Feb., 
1950. 5 figs., bibliography. 


The author presents a critical evaluation of the 
results of embolectomy and various medical procedures 
in relation to the natural course of peripheral arterial 
embolism. He found that the heart was the source of 
the embolism in 96% of cases. An initial diagnosis of 
acute arterial thrombosis is often revised when the 
clinical course or necropsy reveals a “ silent ’’ myocardial 
infarction with mural thrombi. Survival of the limb 
after embolic occlusion depends on the site and extent of 
the block: embolism at arterial bifurcations is parti- 
cularly dangerous. Sudden distension of an artery by an ° 
embolus sets up a chain of events which include vaso- 
spasm, secondary thrombosis, and structural changes in 
the arterial wall. 

In a series of 330 cases clinical onset was characterized 
by sudden pain in 59-5°% of patients and by sudden 
appearance of paraesthesiae in 21:7%; onset was 
progressive in 11-7°4, and in 5-7% the occlusion was 
silent Embolism was followed by complete recovery 
in 29-5°%, by chronic post-embolic ischaemia in 16-5%, 
by gangrene in 28°%, and by early death in 11-3%. 
Concurrent venous thrombosis was present in at least 7% 
of the cases. 

Among medical measures induction of vasodilatation, 
either by drugs such as papaverine or by sympathetic 
nerve block, and anticoagulant therapy are the most 
valuable. Should these measures fail to restore collateral 


circulation within 2 to 4 hours, embolectomy should be 
performed without further delay. Local application of 
heat and elevation of the limb are harmful, and results in 
this series suggest that refrigeration in the early stage of 
T. Semple 


the disease is also contraindicated. 
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Disorders of the Blood 


2004. Blood Investigations in Morbus Caeruleus. II. 
Iron and Haemoglobin Metabolism. III. Erythrocyte 
Properties. IV. Leucocyte Picture. (Blutuntersuch- 
ungen beim Morbus caeruleus. II. Eisen und Hiaimo- 
globin - Stoffwechsel. Ill. Erythrocyteneigenschaften. 
1V. Leukocyten und weisses Blutbild 

A. Praper, E. Rossi, and L. HOLLANDER. Helvetica 
Paediatrica Acta [Helv. paediat.. Acta] 5, 159-171, 
172-184, and 185-192, May, 1950. 14 figs., 43 refs. 


The authors carried out haematological investigations 
on 35 children with Fallot’s tetralogy. The haemo- 
globin value in g. per kg. body weight and the serum 
levels of iron and bilirubin are all increased 2 to 3 times. 
The reticulocyte count is raised (mean 9-4%). Pigment 
excretion was estimated in 7 cases; urobilin excretion was 
found to be increased in 4 of them (studies were only 
carried out for 3 days). There was a group of cases 
with low serum iron level and low colour index in which 
cyanosis and diminished exercise tolerance were 
prominent. These were probably cases of masked iron 
deficiency. 

The properties of the erythrocytes were examined in 
50 children with cyanotic heart disease. Except in the 
cases of marked iron deficiency there was a slight macro- 
cytosis with normal mean corpuscular thickness. The 
erythrocytes resembled those seen in erythraemia due to 
oxygen lack and in liver disease. There was a slight 
leucopenia in most cases, affecting mostly the eosinophils, 
lymphocytes, and monocytes. P. C. Reynell 


See also Section Pharmacology and Therapeutics, 
Abstract 1822. 


2005. A Case of Boeck’s Sarcoid with Probable Cerebral 
Localization. (Ein Fall von Morbus Besnier—Boeck mit 
wahrscheinlicher cerebraler Lokalisation) 

H. WALTHER BUEL. Schweizerische Medizinische 
Wochenschrift. [Schweiz. med. Wschr.| 80, 410-412, 
April 22, 1950. 2 figs., 5 refs. 


A detailed description is given of a case of Boeck’s 
sarcoidosis, the diagnosis being based on_ biopsy 
findings in an axillary lymph node and the spleen, the 
radiological appearance of the lungs, and the fact that 
the Mantoux reaction was positive only at dilutions 
of 1 in 200 to 1 in 10. The patient, a man aged 42, 
showed marked cerebral changes. The man, who used 
a paint spray at work. was healthy until 1945, when he 
developed gastro-intestinal, neurological, and psycho- 
pathic symptoms. In 1946 he had many major epileptic 
attacks. Early in 1947 an encephalogram showed 
marked internal hydrocephalus. Later in the same year 
he had a very severe attack of haemolytic anaemia, which 
was ascribed to hypersplenism; soon afterwards the 
diagnosis of Boeck’s disease was made. Since then there 


has been no apparent change in his condition, the main . 


features of which are loss of emotion and _ insight, 
torpidity, ataxia, and a fixed stare with lid-lag. The 
cerebrospinal fluid in the early stages showed signs of a 
massive meningeal reaction, but since then has been 
normal. The author discusses the question whether 
the cerebral disorder in this case can be attributed to 
Boeck’s sarcoidosis (as has been described elsewhere), 
or to intoxication with solvents such as trichlorethylene, 
or to a combination of both. Dushanka Wolstenholme 


2006. Classification of the Hematologic Variations and 
Abnormalities Associated with Boeck’s Sarcoid; Review 
of the Literature. Report of a Case of Thrombocytopenic 
Purpura Associated with Sarcoidosis, with Recovery 
Following Splenectomy 

M. Bruscui and J. S. Howe. 
490, May, 1950. 4 figs,, 44 refs. 


Blood (Blood) 5, 478- 


ANAEMIA 


2007. Intravenous Iron in the Treatment of Anaemia 
A. S. Ramsey. British Medical Journal [Brit. med. J.] 
1, 1109-1112, May 13, 1950. 3 figs., 19 refs. 


This is a preliminary report of an investigation of the 
value of intravenous iron administration in the treatment 
of anaemia. Full details are not given, because it is 
intended to continue to follow up the patients. The total 
number of patients treated is not recorded, but short 
illustrative case reports are given. Apparently patients 
were treated with a saccharated iron-oxide preparation 
(“* ferrivenin ’’), sometimes without preliminary trial of 
oral therapy, though it is stated that intravenous injection 
of iron is indicated for patients unable to tolerate iron by 
mouth or with a condition refractory to oral therapy. 
Toxic reactions are avoided if 100 mg. is given as an 
initial dose; this may be increased slowly to 200 to 
300 mg. Not more than 10 injections are needed for a 
complete course. Reactions observed when bigger doses 
are given are recorded; it is suggested that they closely 
resemble the symptoms of paroxysmal haemoglobinuria 
caused by cold. The author considers that both reactions 
may be due to sudden increase in activity of the cells of 
the reticulo-endothelial system. Janet Vaughan 


2008. Expulsion-crescent: a New Pathological Red Cell 
Figure in Human Peripheral Blood 

P. M. Neupa. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y. 
74, 27-29, May, 1950. 4 figs., 3 refs. 


The author describes a new erythrocyte figure seen in a 
suspension of a droplet of finger-blood in a drop of 
blood-group-enzyme broth. The figure, termed the 
** expulsion-crescent ’’, consists of two parts: (1) a 
highly refractile crescent-like structure; and (2) a pale 


510 


vesicle 
of the 
figure 
in 60 
is COr 
in the 
acting 


patier 
signif 
clinic 
Britis 
Amer 
sider 

At 
extra: 
when 
relati 
patie 


2009. 
J. Pa 
Tropic 
Marc! 
The 
in the 

for]. 
carrie 
the si 
128 cl 

cases 
are g 

2010. 

Liver 
1940 | 

1950. 
with 
Hosp 
recei\ 

years 
onwa 
defini 
the s 
ihe * 
the 

usual 
advar 
deter! 

than 
2011. 
Duod 
L.M 
of th 
[Proc 
2 figs 
other 


ANAEMIA 511 


vesicle resembling a spherocyte and fitting into the arc 
of the crescent. Nine of the 17 patients in whom this 
figure has been found had evidence of liver disease and 
in 6 of these a diagnosis of cirrhosis was established. It 
is considered that “‘ this blood-destructive process may 
in the main be not unlike the blood-destructive process 
acting in the sickling phenomenon.” 
Harold Caplan 


2009. Sickle-cell Anaemia. (Sickle cell anémie) 

J. PARENT. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Meéd. trop.] 30, 47-52, 
March 31, 1950. 1 fig. 


The sickle-cell trait has not previously been reported 
in the Belgian Congo [presumably it has not been looked 
for]. Some 1,004examinations of adults and children were 
carried out; the blood from 305 specimens showed 
the sickle-cell trait, a percentage of 30-37. Of tests on 
128 children under 15 years 32-:7% were positive. Two 
cases of sickle-cell anaemia are described. [No details 
are given of the tribes examined.] G. M. Findlay 


2010. Treatment of Pernicious Anaemia with Parenteral 
Liver Extract. A Review of Fifty-one Patients between 
1940 and 1948 

D. L. Motu. Lancet (Lancet) 1, 1064-1068, June 10, 
1950. 5 figs. 21 refs. , 


An analysis is presented of the records of 51 patients 
with pernicious anaemia who attended the Hammersmith 
Hospital, London, for maintenance treatment and 
received regular injections of liver extract during the 
years 1940-8. It is demonstrated that from 1946 
onwards the yearly mean erythrocyte counts showed a 


‘ definite fall despite the fact that the patients had received 


the same, or even larger, doses of liver extract. The 
liver extracts used were of British manufacture, both of 
the “refined”? and of the “‘crude” type, and were 
usually given at monthly intervals. Reasons are 
advanced for the view that the relapses were due to 
deterioration in the potency of the liver extracts rather 
than to dietary deficiency or to causes inherent in the 
patients. Confirmation of this view is provided by the 
Significant improvement in the haematological and 
clinical condition of 20 out of 25 patients when the 
British liver extract was replaced by a concentrated 
American parenteral extract given in what was con- 
sidered to be equivalent dosage. 

Attention is drawn to the fact that a batch of liver 
extract may give an apparently satisfactory response 
when tested on a patient in severe relapse and yet be 
relatively inadequate when given in similar doses to 
patients with higher erythrocyte counts. L.J. Davis 


2011. Oral Treatment of Pernicious Anemia with Swine 
Duodenal Mucosa and Vitamin B,> 

L. M. Meyer, M. Krim, and A. SAwitsky. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 73, 565-568, April, 1950. 
2 figs., 15 refs. 


Data are presented which confirm observations by 
Others that the oral administration of small doses of 


vitamin B,, together with hog duodenal mucosa results 
in a haematological response in pernicious anaemia. 
Two patients with Addisonian pernicious anaemia in 
relapse were given daily doses of 2 g. of an aqueous 
extract of pig’s duodenal mucosa for a week without 
significant effect. Vitamin B,, was then added in doses 
of 10 yg., both substances being given by mouth. In 
both cases a suboptimal reticulocyte response occurred, 
together with satisfactory haematological and clinical 
improvement. L. J. Davis 


2012. Antianemic Properties of a Reaction Product of 
Vitamin B,, and the Intrinsic Factor 

T. D. Spres, G. GARcIA Lopez, F. MILANEsS, R. Lopez 
Toca, and A. ReBorepo. Southern Medical Journal 
[Sth. med. J.] 43, 206-208, March, 1950. 4 refs. 


Four patients suffering from megaloblastic anaemia 
(1 case of pernicious anaemia, 2 cases of sprue, 1 case of 
nutritional anaemia) were treated by the oral administra- 
tion of capsules containing a reaction product of 9 yg. 
vitamin B,> and the activator present in 0-33 g. of con- 
centrate of hog duodenum. The dose was 1 capsule 
daily for 10 days. Every patient showed haematological 
and clinical improvement, but in none was the haemato- 
Jogical response optimal. L. J. Davis 


2013. Megaloblastic Anemia of Infancy. Response to 
Vitamin 

P. STURGEON and G. CARPENTER. Blood [Blood] 5, 
458-467, May, 1950. 1 fig., 16 refs. 


This paper describes the response to vitamin By,» in 
5 cases of megaloblastic anaemia in infants. In 3 cases 
the blood values were restored to normal by a single 
intramuscular injection of 25 yg. of vitamin B,.. In 
the other 2 cases restricted observations indicated an 
incomplete response. A. Brown 


2014. Some Aspects of Endogenous Nuclear Catabolism 
in Pernicious Anaemia Treated with Folic Acid. Observa- 
tions on the Megaloblast. (Sur certains aspects du cata- 
bolisme nucléique endogéne dans la maladie de Biermer 
traitée par l’acide folique. Contribution a l'étude du 
mégaloblaste) 

L. FRUHLING, P. MANDEL, P. MEtTats, and R. MOIseE. 
Sang [Sang] 21, 541-548, 1950. 6 figs. 


The authors take the view that the conversion of the 
megaloblastic marrow of pernicious anaemia into the 
normoblastic one characteristic of full remission is due to 
destruction of the megaloblasts and hyperplasia of the 
normoblasts. 

They claim to have demonstrated this by studying the 
excretion of uric acid in the urine before and during 
treatment of pernicious anaemia with folic acid. They 
found a great increase in the amount excreted and 
attribute this to destruction of the nucleo-protein of 
megaloblasts. [These chemical observations support the 
views of Friihling (Sang, 1949, 20, 164), which were 
based on morphological observations. ] A, Piney 


See also Section Pharmacology and Therapeutics, 
Abstract 1850. 
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HAEMORRHAGIC DISEASES 


2015. Thrombopathic Thrombocytopenia: Successful 
Transfusion of Blood Platelets 

E. O. Hirscu, J. FAvre-Gitty, and W. DAMESHEK. 
Blood [Blood] 5, 568-580, June, 1950. 5 figs., 17 refs. 


A child 94 years old had had a splenectomy for haemor- 
rhagic phenomena when 24 years old. When seen 
recently he had anaemia, a tendency to haemorrhage, 
particularly from the nose, a marked diminution in 
prothrombin consumption, and a prolonged bleeding 
time even when platelet levels were between 150,000 and 
280,000 per c.mm. The platelets were, however, mor- 
phologically abnormal, being large, bizarre, lacking in 
granules, and staining poorly. Similar abnormalities 
were noticed in the megakaryocytes. The condition is 
described as one of “* thrombopathic thrombocytopenia ”’. 
Transfusion of stored or citrated blood was without 
effect. Direct transfusion of blood from a polycythaemic 
donor, whose platelet count was about eight times the 
normal, with silicone-lined syringes and no anticoagulant 
resulted in the recovery of a detectable proportion of 
donor platelets from the patient and in improvement in 
prothrombin consumption and decrease in bleeding time. 
The authors conclude from their observations that the life 
span of the transfused platelets was 5 to 6 days. 

Janet Vaughan 


2016. Thrombocytopenic Purpura: the Prognostic and 
Therapeutic Value of the Eosinophil Index, an Analysis 
of 100 Cases 

S. O. SCHWARTZ and S. R. KAPLAN. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 219, 528-533, 
May, 1950. 1 fig., 9 refs. 


The authors review the experience of the last 10 years 
which has led them to attach importance to the finding 
of a high eosinophilic index in thrombocytopenic 
purpura. The latter, determined from bone-marrow 
smears stained by May—Griinwald and Giemsa, is the 
number of eosinophils per 1,000 neutrophils at the meta- 
myelocyte stage or later. An index above 50 indicates 
a 50°, chance of spontaneous recovery and a 96% 
chance of cure by splenectomy. This eosinophilia 
Was not demonstrable in the circulating blood. Splenec- 
tomy performed in 18 cases when the index was low 
resulted in 8 deaths, and in 2 other cases there was no 
improvement. E. T. Ruston 


2017. Thrombotic Thrombocytopenic Purpura. II 
Studies on the Hemolytic Syndrome in this Disease 

K. Sincer, A. G. Mortutsky, and J. N. SHANBERGE. 
Blood (Blood) 5, 434-448, May, 1950. 3 figs., biblio- 
graphy. 

Thrombotic thrombocytopenic purpura is an acute 
febrile disease characterized by thrombocytopenic pur- 
pura, haemolytic anaemia, and transitory neurological 
disturbances. Twenty cases of this condition have so far 
been reported and in only one of these was the diagnosis 
made during life. In the present paper the authors 
describe a new case, diagnosed during life, in which they 
were able to carry out certain investigations. The 


patient was a 25-year-old white housewife who presented 
the characteristic triad. In addition to evidence of 
severe and progressive haemolysis, which affected not 
only the patient’s erythrocytes but also transfused ery- 
throcytes, a leukaemoid leucocyte reaction was seen. 
The erythrocytes showed increased osmotic fragility, 
the varying degree of which was related to a varying 
degree of spherocytosis, and a definite increase in 
mechanical fragility. Bone-marrow examination 
revealed marked erythroid hyperplasia. Neither endo- 
thelial proliferation nor platelet thrombi were seen in 
marrow vessels, although subsequent necropsy revealed 
widespread changes of this type in the viscera. 
A. Brown 


2018. The Consumption of Prothrombin during Coagula- 
tion. The Defect in Haemophilia and Thrombocytopenic 
Purpura 

C. Merskey. Journal of Clinical Pathology [J. clin. 
Path.) 3, 130-141, May, 1950. 10 refs. 


During normal blood coagulation most of the pro-— 


thrombin is converted to thrombin, but in haemophilia 
and thrombocytopenic purpura a considerable proportion 
of the prothrombin remains unchanged in the serum, that 
is, the prothrombin consumption is defective. By a 
modified Quick technique the prothrombin times of 
plasma and, by addition of fibrinogen, of serum were 
estimated in blood from a number of subjects, and the 
“prothrombin consumption index’ calculated thus: 
most rapid plasma prothrombin time 100. In blood 


most rapid serum prothrombin time 
from normal subjects this index was always under 40°,, 
but in blood from cases of haemophilia and in blood 
rendered thrombocytopenic by centrifugalization the 
index was usually over 100°%. This would seem to 
suggest the presence of a greater amount of prothrombin 
in serum than in plasma—a most unlikely occurrence, 
and one which at the present time cannot be explained. 

The prothrombin consumption index in 37 normal 
persons. was under 20°, in the majority of cases and 
under 40% in all. In 19 cases of haemophilia all 
except 4 gave value$ of over 100°4. When small amounts 
of normal plasma, even without platelets, were added to 
haemophilic plasma the defect in prothrombin consump- 
tion was corrected although the final concentration of 
normal plasma was as low as 1%. The presence of 
platelets was also necessary for normal prothrombin 
consumption in haemophilic plasma, but it did not 
matter whether the platelets were derived from normal 
or haemophilic blood. By mixing the plasma derived 
from the blood of haemophilic and thrombocytopenic 
subjects, each was shown to be capable of correcting the 
deficiency of the other. The amounts required differed 
in each case and this seems to indicate that the defects are 
due to absence of different substances. 

A. Michael Davies 


2019. Thrombopenic Purpura. Report of Four Cases 
in One Family 

M. H. Roperts and M. H. SmitH. American Journal 
of Diseases of Children [Amer. J. Dis. Child.] 79, 820-825, 
May, 1950. 1 fig., 15 refs. 
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2020. An Unusual Haemorrhagic Diathesis: ‘ Inhibitor- 
haemophilia’. (Uber eine  eigentiimliche hamor- 
rhagische Diathese: die Hemmk6rperhamophilie) 

E. DeutscH. Klinische Wochenschrift (Klin. Wschr.] 
28, 326-329, May 15, 1950. 1 fig., 14 refs. 

A new case (the twelfth) is reported of a haemorrhagic 
syndrome due to the presence of an inhibitory substance 
which differs from antithrombin, heparin, and anti- 
cephalin. The inhibitor is precipitated by 33% or 40% 
saturation with ammonium sulphate; is water-soluble; 
cannot be dialysed; is thermostable; and moves in the 
electric field with the large-molecular y-globulins. It 
inhibits the already activated thrombokinase of the 
blood platelets. Its origin is attributed to an antigen— 
antibody reaction in which thrombokinase from blood 
transfusion or pregnancy may be the antigen. 

Treatment is difficult. Transfusion, except with very 
thoroughly washed erythrocytes, must be avoided as 
must injections of antihaemophilic globulin, both of 
which may evoke further formation of the inhibitory 
substance. The treatment of haemophilia by transfusion 
or the injection of antihaemophilic globulin at short 
intervals is obviously dangerous; transfusions should 
be given only if unavoidable. A. Piney 


2021. Refractoriness in Haemophilia to Coagulation- 
promoting Agents: Whole Blood and Plasma Derivatives 
W. B. Frommeyer, R. D. Epstein, and F. H. L. TAYLor. 
Blood [Blood| 5, 401-420, May, 1950. 3 figs., 26 refs. 

Present-day control of haemophilia is aimed at 
reducing the coagulation time of the blood to normal 
levels to tide patients over haemolytic crises; reduction 
is achieved by giving transfusions of whole blood or by 
intravenous infusion of the specially prepared Cohn 
plasma fraction I, known also as antihaemophilic 
globulin. In this paper details are given of 5 cases of 
haemophilia found to be resistant to this treatment; in 
these cases the coagulation time of the blood was not 
reduced as expected. 

The total number of haemophilic patients studied 
was 22. Six had never received chemically prepared 
plasma fractions, but only whole blood or fresh plasma; 
none of these showed refractoriness. Of the remaining 
16, each had received at some time blood, plasma, and 
plasma fractions; the 5 cases of refractoriness were in 
this group and were refractory to treatment with whole 
blood as well as with plasma fractions. Development 
of refractoriness was observed. For instance: one 
patient had an initial coagulation time (Lee and White 
at 37° C.) of about 100 minutes; when plasma fraction I 
and fresh whole blood were given the coagulation time 
fell promptly to about 20 minutes and was. maintained 
there for 3 days. On the tenth day an equal dose of 
plasma fraction I failed to produce any response; 
increasing the dose was without effect, and subsequent 
transfusion of up to 600 ml. of whole blood had short- 
lived and disappointing effects. In another patient who 
had had previous treatment little effect was produced by 
plasma fraction or by whole blood until a transfusion 
of 1,500 ml. of fresh (less than 24 hours old) whole blood 
Was given; then the coagulation time fell smartly from 
about = minutes to less than 10 minutes. 

M—2L 
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All the 5 patients were found to have a circulating 
anticoagulant in their blood. Elaborate experiments 
showed that this anticoagulant was not heparin, nor was it 
an antithrombin, antiprothrombin, or antithrombo- 
plastin. No deficiency of prothrombin or fibrinogen 
was found. By using precipitin reactions, the authors 
demonstrated the presence of antibodies to antigens 
possessing antihaemophilic activity, including plasma 
fraction I. No such precipitins could be found in the 
blood of normal persons, or of two anaemic (but not 
haemophilic) patients who had received many trans- 
fusions, or of a patient with afibrinogenaemia who had 
been given large amounts of antihaemophilic globulin 
because of its fibrinogen content. It is reasonably 
concluded that the appearance of these anticoagulant 
antibodies is an immunological response to an anti- 
haemophilic substance present in prepared plasma 
fraction and in normal whole blood, and absent from 
haemophilic blood. The only way of reducing this 
anticoagulant activity, once it had appeared, and of 
temporarily abolishing the refractory state was to give 
large blood transfusions—1,500 ml. or more. Even so, 
a secondary rise in the antibody titre appeared within 
a few days. 

The authors recommend that the use of whole blood, 
plasma, or plasma fractions for the treatment of haemo- 
philia should be reserved for haemorrhagic emergencies. 

M. C. G. Israéls 
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2022. Disturbances of Clotting in Acute Leukaemia. 
Biological and Therapeutic Study. (Les troubles de la 


crase sanguine dans les leucémies aigués. Etude 
biologique et thérapeutique) 
J. P. SoutieR and J. Dausset. Sang [Sang] 21, 602-609, 


1950. 2 figs., 6 refs. 


This report is based upon a study of the blood-clotting 
mechanism in 21 cases of acute leukaemia. The authors 
found a constant reduction in platelet count which, they 
suggest, is responsible for the prolonged bleeding time, 
increased capillary: fragility, incomplete utilization of 
prothrombin, failure of clot retraction, and increase in 
protamine index and prothrombin time in such cases. 
They could find no evidence of the presence of a heparin- 
like substance in the serum in any of the 6 cases in which 
it was sought. All forms of therapy are transient in their 
effect. E. T. Ruston 


2023. Aminopterin in the Treatment of Acute Leukaemia 
J. V. Dace, E. Dresner, D. L. MOLLIN, and J. C. WHITE. 
British Medical Journal [Brit. med. J.] 1, 1447-1457, 
June 24, 1950. 14 figs., 24 refs. 


The results are described of the treatment with 
aminopterin (4-aminopteroylglutamic acid) of 13 
cases of acute and subacute leukaemia in children and 
adults. Clinical and haematological remissions were 
obtained in all the 7 children treated (3 with myeloblastic 
and 4 with lymphoblastic leukaemia) and in 2 of the 
6 adults (one with monocytic and one with myeloblastic 
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leukaemia). In those cases in which a response was 
obtained marked clinical improvement occurred and the 
peripheral blood picture returned to normal or almost 
normal for varying periods. The improvement in the 
bone-marrow picture was striking, but never complete. 
The duration of the illness before treatment in the cases 
responding to aminopterin treatment was up to 
12 months. All patients subsequently relapsed and 
eventually died after becoming more or less refractory to 
, treatment. A. Brown 


2024. An Attempt at Differentiation of the Various 
Types of Acute Leukaemia by Examination of Fresh Blood 
and Bone Marrow. (Essai de différenciation des diverses 
variétés de leucémies aigués par l’examen du sang et de la 
moelle a l’état frais) 

J. Dausset. Sang [Sang] 21, 610-622, 1950. 4 figs., 
15 refs. 


The author carried out examinations of fresh blood and 
bone-marrow preparations in 35 cases of acute leukaemia, 
using the phase-contrast microscope. He was able to 
demonstrate and study the refractile corpuscles— 
previously described by Gall—in 15 to 80% of the lympho- 
blasts in 13 cases of acute lymphoblastic leukaemia in 
young children, but in only 1 out of 17 cases of myelo- 
blastic leukaemia. The leukaemia in 3 cases was 
considered to be of the haemocytoblast type, and in 
2 cases of monocytic leukemia the phase-contrast micro- 
scope revealed a separation of the cytoplasm into two 
zones. E. T. Ruston 


2025. The Virus of Leukaemias. Virus Particles Seen 
in Cells of Human Leukaemia. Electron-microscope 
Appearances of Haemocytoblasts in Avian Leukaemia. 
(Le virus des leucoses. A propos des images de virus 
observées dans les cellules des leucémies humaines. 
Aspect au microscope électronique des hémocytoblastes 
dans la leucose aviaire) 

P. CHEVALLIER, M. Bessis, P. ATANASIU, and O. 
— Sang [Sang] 21, 517-523, 1950. 4 figs., 
13 refs. 


The blood in 10 cases of acute leukaemia was examined 
with the electron microscope, and small structures which 
Chevallier regards as the virus of the leucoses are 
described. Bessis criticizes these observations and 
inclines to the view that the so-called virus may well be 
of the nature of cell granules. Atanasiu describes similar 
structures in the haemocytoblasts of avian leukaemia 
which is, of course, recognized to be a virus infection. 

[It appears that the introduction of the electron micro- 
scope has opened up a new field of artefacts.] 
A. Piney 


2026. A Trial of 8-Naphthyldi-2-chloroethylamine (R48) 
in Leukaemia, Hodgkin’s Disease, and Allied Diseases 
W. B. Matruews. Lancet (Lancet) 1, 896-899, May 13, 
1950. 3 figs., 6 refs. 


A report is given of the results of treating 17 patients 
with f-naphthyldi-2-chloroethylamine R48”). The 
drug was given orally in 100-mg. tablets, the average 


daily dose for adults being 300 to 400 mg. in courses lasting 
for up to 63 days. Similar doses continued for a longer 
period were found to be ineffective. Treatment was 
controlled by leucocyte counts and in known cases of 
leukaemia it was considered safe to continue treatment 
until the leucocyte count fell to 3,000 per c.mm., 
although the aim was to reduce the leucocyte count to 
20,000 per c.mm. and this aim was not always achieved. 
The average duration of a course in Hodgkin’s disease 
was 48 days, in chronic myeloid leukaemia 45 days, and 
in chronic lymphatic leukaemia 20 days. One patient 
with polycythaemia was given 400 mg. daily for 63 days, 
and 2 patients with reticulosarcoma 1eceived the same 
dose for 11 and 36 days respectively. 

Gastric disturbances were less common and less severe 
with R48 than with HN2. There was no evidence of 
impairment of hepatic function. In one case a minor 
degree of dysuria developed during which erythrocytes 
were found in the urine on microscopical examination. 
Three out of 4 women previously menstruating regularly 
developed amenorrhoea within a few weeks of commenc- 
ing the course of R48. 

In general the effect on the peripheral blood picture 
was to produce a concurrent fall in granulocyte and 
lymphocyte counts, but when treatment was stopped 
the granulocyte count continued to decrease while the 
lymphocyte count increased. The platelet count 
responded irregularly, but in all cases their number fell. 
Sternal-marrow studies suggested that, in common with 
HN2, R48 acts essentially on the primitive cells of the 
myeloid series and not on the mature forms in the 
peripheral blood. 

In all, 17 patients were treated. Five with Hodgkin’s 
disease showed some improvement; two with reticulo- 
sarcoma and two with acute leukaemia showed no 
response. Of the 3 cases of myeloid leukaemia good 
remissions were obtained in two. A good response was 
obtained in 2 of the 4 cases of chronic lymphatic 
leukaemia, and one case of polycythaemia was still in 
remission a year after treatment. 

The author concludes that the action of R48 is 
essentially similar to that of nitrogen mustard, but slower 
and much easier to control. R. Winston Evans 


2027. A Note on the Effect of Pituitary Adrenocortico- 
tropic Hormone (ACTH) and Cortisone in Ameliorating 
the Symptoms of Leukemia and of Cortisone in Hodgkin’s 
Disease 

T. D. Spres, G. GARcIA Lopez, F. MILANES, R. LOPEZ 
Toca, A. REBoREDO, and M. ARAMBURU. Southern 
Medical Journal [Sth. med. J.| 43, 497-502, June, 1950. 
1 fig., 12 refs. 

The effects of adrenocorticotrophin (ACTH) or corti- 
sone acetate on lymphatic leukaemia in 8 cases are 
described; ACTH was given to 4 children and 1 adult 
with acute leukaemia and | adult with chronic leukaemia, 
while 2 adults with chronic leukaemia and one adult 
with Hodgkin’s disease received cortisone acetate. The 
adults received 25 mg. ACTH intramuscularly 3 or 4 times 
daily for 1 to 3 weeks, while the children were given 
6 to 10 mg. Cortisone acetate was given in doses of 
150 to 300 mg. intramuscularly daily for 17 days. In one 
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case no improvement was seen and the child died on the 
fifth day; in the other 3 children the condition improved, 
but relapsed when ACTH was discontinued. 

The clinical improvement in cases of leukaemia was 
not paralleled by a return to normal of the blood and 
bone marrow. The condition of the adult with acute 
leukaemia improved slightly for 3 weeks, but he died 
on the 37th day; the patients with chronic leukaemia on 
ACTH and one on cortisone treatment improved 
symptomatically, but the other did not respond to 
cortisone. The patient with Hodgkin’s disease showed 
clinical improvement on cortisone. 

There was great variability and unpredictability of 
results of chemical and pathological investigations, 
suggesting that the chemical changes in the body differ 
from case to case. Leukaemia may not be a single disease, 
but may be a result of a variety of causes. 

John F. Wilkinson 


2028. Pituitary Adrenocorticotropic Hormone (ACTH) 
Therapy in Eosinophilic Leukemia. A _ Preliminary 
Report 

W. L. Donouug, C. E. SNELLING, S. H. JACKSON, 
J. D. KerruH, A. L. Cuute, B. Laski, and N. SILVerR- 
THORNE. Journal of the American Medical Association 
[J. Amer. med. Ass.| 143, 154-157, May 13, 1950. 1 fig., 
8 refs. 


The authors describe in detail a case of eosinophilic 
leukaemia and rheumatic heart disease in a boy of 7 
who was treated with pituitary adrenocorticotrophic 
hormone (ACTH). The diagnosis of eosinophilic 
leukaemia was based on: (1) the large number of circu- 
lating eosinophils (40 to 50% of a leucocyte count of 
10,000 to 34,000 per c.mm.), including some abnormal 
forms: (2) progressive anaemia; and (3) the high 
proportion of blast cells in the bone marrow. The 
young eosinophil forms in the marrow constituted 7:5°% 
of a total nucleated cell count of 150,000 per c.mm. 
Suggestive radiological appearances were observed in the 
long bones, but such findings can only be taken as 
evidence of a leukaemic process without reference to the 
type. Treatment with ACTH had the following effects: 
(1) the circulating eosinophils were completely eliminated 
for a period of 4 weeks, then gradually began to reappear 
over the following 11 weeks: (2) the count of blast forms 
in the marrow fell from the high level of 95% to 4°%. 
The usual side-effects of administration of ACTH were 
noted and, as might be expected, there was no change in 
the cardiac condition. Janet Vaughan 


2029. Effect of Ultrasonic Vibration on the Formed 
Elements of Blood from Normal and Leukemic Subjects 
P. L. Morrow, H. R. BIERMAN, and R. JENKINS. Journal 
of the National Cancer Institution [J. nat. Cancer Inst.] 
10, 843-859, Feb., 1950. 7 figs., 25 refs. 


The reaction of the formed elements of normal and 
leukaemic blood to exposure to ultrasonic vibration of 
635 kilocycles per second has been studied. The 
type of vibrator employed is described and illustrated. 
A 2-S-ml. sample of heparinized venous blood was 


515 


exposed to the vibration; cell counts and temperature 
readings were made at 2-minute intervals for 10 minutes 
with normal blood, and at 4-minute intervals over a 
longer period with leukaemic blood. The rate of 
destruction of erythrocytes and leucocytes was measured 
in blood samples from 30 normal individuals and 
15 patients with lymphatic or myelogenous leukaemia, and 
the differential effect on lymphocytes and granulocytes 
was studied. 

In all cases the percentage of undestroyed cells was 
plotted against time and gave a straight line on semi- 
logarithmic graph paper. The times, (in minutes) at 
which 50% of the cells were destroyed were as follows: 


Normal | of of 
bj | Lymphatic yelogenous 
| Leukaemia | Leukaemia 
Erythrocytes. .. 198-939 3-64-13-00 | 6-80-12-80 
Leucocytes .. | 1:69-6:75  660-22:30 | 8-20-23-00 


The rate of destruction of normal leucocytes was thus 
significantly greater than that of the leucocytes of both 
lymphatic and myelogenous leukaemia. A description 
(with 3 photomicrographs) of the changes visible in 
the cells before their destruction is given, but no explana- 
tion is suggested for the increased resistance of the 
leukaemic leucocytes. H. G. Crabtree 


2030. Treatment of Leukemia and Allied Disorders with 
Folic Acid Antagonists; Effect of Aminopterin on Skeletal 
Lesions 

F. N. SILVERMAN. Radiology [Radiology] 54, 665-678, 
May, 1950. 12 figs., 9 refs. ; 
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2031. Clinical Studies of the Effects of 3,5,5-Trimethyl- 
oxazolidine-2-4-dione (Tridione) on the Hematopoietic 
System, Liver and Kidney 

E. DeNHOFF and M. W. Laurer. Pediatrics [Pediatrics] 
5, 695-707, April, 1950. 7 figs., 18 refs. 


“ Tridione”’ in clinical dosage was given during 
periods varying from 6 to 16 months to 6 children, of 
whom 5 suffered from petit mal and one had cerebral 
palsy with grand mal; the children also received other 
anticonvulsant medication at some time during the 
period of study. There was no evidence of anaemia or 
other erythrocyte abnormality except for occasional 
slight anisocytosis, poikilocytosis, and, later, traces of 
endoglobular degeneration. There was a tendency to 
leucopenia (a count below 5,000 per c.mm. in 3 cases) 
but without agranulocytosis; some increase in the 
number of lobulated lymphocytes (30 to 40% in 3 cases) 
was associated with cytoplasmic degeneration and with 
eosinophilia. More definite findings were a low blood 


platelet count (varying from 60,000 to 100,000 per 


¢.mm.) associated with an increase in clot retraction time; 
other measurements for bleeding abnormalities remained 
within normal limits. The bone marrow in 3 out of 
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5 cases showed quite early in the course of administration 
of the drug a significant diminution in megakaryocytes 
and/or in nucleated erythrocyte precursors; these 
changes, however, were only of temporary duration 
even when administration of the drug was continued, 
except in one case in which there was persistent decline 
in the number of nucleated erythrocyte precursors during 
treatment with tridione. The cephalin-cholesterol test 
for liver function showed a rise in cephalin flocculation 
values in 2 cases; results of other studies of liver function 
were within normal limits, as also were those of tests of 
kidney function. In those patients with significant 
alterations in blood values, several of the changes 
mentioned tended to occur together in a fairly definite 
pattern. 

It thus appears that in some patients some bone 
marrow elements are sensitive to tridione even after a 
short period of administration. Withdrawal of the 
drug caused a return to normal values, which was most 
rapid and marked in the bone marrow. It is suggested 
that for general purposes tests of clot retraction time and 
platelet counts at regular intervals, in addition to com- 
plete blood counts, are indicated for all patients receiving 


tridione. Joseph Parness 
2032. Penicillin in Agranulocytosis. (Penicillinerfolg 
bei Agranulozytose) 

K. Liur. Zeitschrift fiir die Gesamte Innere Medizin 


[Z. ges. inn. Med.| 5, 280-282, May, 1950. 1 fig., 17 refs. 


The author describes a case of rheumatoid arthritis 
in which the joints of small and medium size were in- 
volved. During treatment with ‘ TB I/698 *’ (thiosemi- 
carbazone) the patient developed an acute agranulo- 
cytosis, and was treated with blood transfusions and 
pentose nucleotide with no improvement. On the third 
day she began to receive penicillin (300,000 units on the 
first day, 180,000 on the second day, and then smaller 
doses). The number of leucocytes increased steadily and 
the patient improved. 

The author believes that he is justified in the assumption 
that penicillin administration was the decisive factor in 
improvement of the agranulocytosis, although he is 
aware that this opinion is not generally advanced in the 
recent literature on agranulocytosis and penicillin. 

R. Schade 


2033. Erythroblastemia. Report of a Case 
P. J. FirzGeratp, G. K. MALLory, and F. PARKER. 
Cancer [Cancer] 3, 504-510, May, 1950. 1 fig., 14 refs. 


A case of erythroblastaemia is described in a middle- 
aged spinster who died after 2 weeks’ illness characterized 
by weakness, fatigue, and a tendency to bleeding. 

Post-mortem examination revealed splenomegaly, 
hepatomegaly, erythroblastic deposits in the liver, spleen, 
lung, gall-bladder, and lymph nodes, status marmoratus, 
atrophy of the left superior frontal gyrus, recent focal 
necroses of the heart and liver, and splenic infarction. 
The peripheral blood picture showed a marked anaemia, 
with a haemoglobin value of 7-5 g. per 100 ml., erythro- 
cyte count of 2,120,C00 per c.mm., and leucocyte count of 
14,600 per c.mm. with a few immature granulocytes and a 
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large number of erythroblasts. Just before death the 
number of nucleated erythrocytes exceeded that of the 
leucocytes and the differential count showed 85 normo- 
blasts, 23 erythroblasts, and 4 primitive erythrocytes per 
100 leucocytes. At this time 10% of the leucocytes were 
myeloblasts. The bone marrow at necropsy showed an 
overwhelming predominance of erythropoietic cells. 

The authors regard erythroblastaemia as a neoplastic 
disease arising from the erythropoietic tissue and 
analogous to myelogenous leukaemia. 

R. Winston Evans 


2034. Problems in the Differential Diagnosis of Plasmo- 
cytoma (Multiple Myelomatosis). (Zur Differential- 
diagnose des Plasmocytoms (=multiplen Myeloms) ) 
K. Brass. Folia Haematologica [Folia haemat., Lpz.} 
69, 65-74, 1949. 4 figs., refs. 


Sternal puncture sometimes enables a diagnosis of 
multiple myelomatosis to be made before clinical and 
radiological evidence appears. Benign plasma-cell 
reaction in the bone marrow occasionally makes diagnosis 
difficult. Round and crystalline inclusion bodies in the 
plasma cells or their precursors are usually to be found 
in cases of multiple myelomatosis. The larger, round 
bodies are known as “ Russell bodies *’ and sometimes as 
many as 100 occur in one cell; rod-like structures are 
termed ‘Auer bodies’’. All these structures are 
composed of a material which is probably allied to protein 
and possibly identical with Bence-Jones proteose. When 
they are present the possibility of a plasma-cell reaction 
may be excluded from the diagnosis. 


E. Neumark 
2035. Thrombocytopenia and Megakaryocytosis 
Produced by Experimental Polycythaemia. Observations 


on the Origin of Blood Platelets. (Erzeugung von 
Thrombopenie und Megakaryocytose durch experi- 
mentelle Polycytamie. Ein Beitrag zur Beleuchtung der 
Blutplattchenbildung) 

P. V. MarcusseN. Folia Haematologica [Folia haemat., 
Lpz.] 69, 75-85, 1949. 3 figs., 15 refs. 


In experiments carried out at the State Serum Institute, 
Copenhagen, daily blood transfusions were given to 
rabbits over periods of 25 to 60 days to produce a state of 

olycythaemia. The number of platelets in the blood 
increased at first, but fell later and in one animal haemor- 
rhages were observed as in thrombocytopenia. The 
severity of the reduction in circulating platelets was related 
to the degree of reduction in the number of normoblasts 
in the bone marrow, whereas the number of megakaryo- 
cytes and of cells of the myeloid series was increased in 
the bone marrow despite the presence of thrombocyto- 
penia in the blood. These findings suggest that the 
platelets are of erythroblastic origin; they do not tally 
with Wright’s theory of the production of platelets by 
megakaryocytes. E. Neumark 


2036. Polycythaemia Vera with Tuberculous Spleno- 
megaly. Report of a Case 

A. A. Guitp and H. N. Ronson. Edinburgh Medical 
Journal (Edinb. med. J.) 57, 145-152, April, 1950. 24 refs. 
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2037. The Effect of Adrenocorticotropic Hormone 
(ACTH) on Beryllium Granulomatosis. A Preliminary 
Report 

B. J. KENNEDy, J. A. P. Pare, K. K. Pump, and 
R. L. STANFORD. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 62, 426-428, May, 1950. 2 figs., 
13 refs. 


A case of beryllium (pulmonary) granulomatosis is 
reported from the Royal Victorial Hospital, Montreal, 
in which treatment with pituitary adrenocorticotrophic 
hormone (ACTH) was tried in view of its known effect 
in reducing excessive cellular and fibrous tissue reactions 
and hyperglobulinaemia, all of which occur in this 
disease. 

The patient, a man of 27, had been employed in a 
fluorescent-lamp factory for 24 years, and 7 years later 
developed cough, progressive dyspnoea, and deteriora- 
tion in his general condition. Radiographs showed 
diffuse nodular shadows in both lungs, with hilar-node 
enlargement. There were polycythaemia and a slightly 
raised serum globulin level (3-65 g. per 100 ml.). After 
a 2-week control period 100 mg. of ACTH was given 
daily in four doses over a period of 4 weeks. Sympto- 
matic improvement began within the first week and 
continued throughout the period of treatment; vital 
capacity increased markedly and the radiological changes 
receded, though the nodular shadows did not entirely 
disappear. Ten days after the treatment was dis- 
continued shadows reappeared in the radiograph, but the 
improvement in clinical condition was maintained. 
Remissions have not been obtained in this disease with 
other therapeutic agents and it was felt unlikely that 
such a regression could have occurred spontaneously. 

Robert de Mowbray 


2038. Bronchiogenic Carcinoma. I. A Pathologic 
Clinical Correlative Study of Full-size Mounts from 
Operated Carcinomas 

F. J. Puitiips, C. E. BAsinGeR, and W. E. ADAMs. 
Journal of Thoracic Surgery {J. thorac. Surg.] 19, 680- 
698, May, 1950. 6 figs., 10 refs. 


The authors analyse a small group of pulmonary 
carcinomata treated by excision during a period of 
9 years. 

Four were of the slow-growing type generally desig- 
nated ‘‘adenoma’’. The malignancy of this group is 
[rightly] insisted upon; two were associated with 
metastases. These were all central. Out of 36 tumours 
of the more common bronchial type, 27 were squamous 
(15 keratinized), and 9 adenocarcinomatous. The 
tumours were examined by cutting complete sections and 
all in the adenocarcinomatous group were found to be 
partly squamous (though not keratinized). Half the 
tumours were peripheral. This is a higher incidence than 
in larger published series (about 25%). Metastases 
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were more common with the peripheral tumours and the 
mortality was greater (15 of the 18 patients with peripheral 
tumours died and 11 had metastases; 11 of the 18 with 
central tumours died and 7 had metastases). This 
difference is ascribed to the later occurrence of symptoms 
with peripheral tumours. Of the 9 adenocarcinomata 
8 were peripheral and 7 had given rise to metastases. 

[Of the 36 bronchial carcinomata, those with metastases 
add up to 18 in Table IV and to 19 in Table VI. The 
same discrepancy is repeated on page 685 in the same 
paragraph. The photomicrographs are disappointing 
but the results appear to be based on careful work.] 

D. M. Pryce 


2039. Bronchiogenic Carcinoma. II. The Correlation 
of Pathologic Characteristics and Clinical Manifestation 
in Unresectable and Unexplored Post-mortem Lung 
Tumors 

G. M. BoGaArpDus, W. E. Apbams, and F. J. 
Journal of Thoracic Surgery [J. thorac. Surg.] 19, 699-708, 
May, 1950. 15 refs. 


The 36 cases (group 1) of resected bronchial carcinoma 
described in the previous paper (Abstract 2038) are com- 
pared with 36 cases (group 2) in which the tumour could 
not be removed at operation, and 36 cases (group 3) 
which came to necropsy without operation. The types of 
tumour are tabulated below. , 


Undiff Adeno- 
Squamous “aaa” carcinoma 
and Mixed 
Group 1 27 0 
Group 2 14 16 
Group 3 a 6 14 16 


The most obvious difference is that in group 1 there 
were no undifferentiated carcinomata. [It is regrettable 
that important English references are overlooked.] 

D. M. Pryce 


2040. Lung Carcinoma. (Zur Kenntnis des Lungen- 
karzinoms) 
G. Knorr. Zeitschrift fiir die Gesamte Innere Medizin 


[Z. ges. inn. Med.] 5, 275-280, May, 1950. 8 refs. 


As a result of a review of recent literature and of his 
own observations the author concludes that there is no 
justification for separating the peripheral bronchial 
carcinoma with direct spread into the thoracic wall and 
neighbouring bones as a different type of bronchial 
carcinoma from that of other situations in the lung. On 
morbid-anatomical grounds he condemns the use of the 
term Pancoast tumour or any other special term for 
peripheral bronchial carcinoma. R. Schade 


See also Section Radiology, Abstract 1870. 
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2041. Achlorhydria in Young Adults. A Study of the 
Gastric Mucosa Obtained by Biopsy from a Volunteer 

R. K. Dioc, R. MoTTERAM, S. WEIDEN, and I. J. Woop. 
Lancet [Lancet] 1, 948-950, May 20, 1950. 3 figs., 
15 refs. 


The incidence of achlorhydria in young adults was 
determined in 134 Melbourne medical students and 
appears to be much the same in Australia as in Great 
Britain, only one subject failing to secrete free acid after 
the injection of 0-5 mg. of’ histamine. This subject, 
together with 4 others whose response was normal, 
voluntarily underwent biopsy of the gastric mucosa by 
means of a flexible tube and the tissue obtained was 
examined histologically. There were no abnormal 
clinical findings to account for the single subject’s 
achlorhydria, which was symptomless, and his blood 
picture was normal; a barium-meal x-ray examination 
was carried out with normal results, but gastroscopy was 
not performed. 

The histological picture in this case was one of gross 
atrophy of the mucosa of the body of the stomach. Both 
chief and parietal cells were atrophied, there was infiltra- 
tion with macrophages and lymphocytes, and around 
centres of epithelial necrosis there was proliferation of 
young fibroblasts and splitting-up of the muscularis, 
with intercellular hyaline material—an unusual picture 
not suggesting true inflammation. The authors suggest 
that persistent histamine-fast achlorhydria is probably 
always associated with similar atrophy and they note that 
similar changes in a more extreme degree are seen in 
pernicious anaemia. 

[The three illustrations are so poorly reproduced that 
they convey no information.] K. Gurling 


2042. Abolition of Pyloric Spasm by Orally Administered 
Procaine Solutions 

G. RoKA and L. G. Lastua. British Medical Journal 
[Brit. med. J.] 1, 1174-1176, May 20, 1950. 23 refs. 


From the radiological examination of several hundred 
patients by means of the usual screening technique after 
a barium meal, it was deduced by the authors that in the 
empty normal stomach the pyloric sphincter remains 
open and that it is closed by a reflex process initiated by 
the passage of food through the sphincter. An analysis 
of the radiological findings in relation to test-meal results 
showed that the degree of acidity played no part in the 
reflex mechanism: the primary stimulus seemed to be 
local mechanical irritation of the pyloric wall. Injection 
of adrenaline (1 mg. subcutaneously) into patients with 
both normal and abnormal pyloric function always 
resulted in a “ difficult opening’’, but never caused 
normal closure or spasm. Injection of atropine (0-5 mg. 
intravenously) did not affect the normal pylorus, whereas 
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the spastic pylorus was usually opened; but as the 
stomach tonicity was diminished by the drug, emptying 
time was prolonged in both cases. Injection of papa- 
verine (0-2 to 0-3 mg. intramuscularly) opened the 
spastic pylorus, but sometimes caused unpleasant side- 
effects such as blushing, vertigo, palpitations, and 
drowsiness. 

Procaine solution (1 g. in 100 ml.) was given by mouth 
over a period of 4 to 5 minutes to more than 150 normal 
subjects and resulted in complete paralysis of the pyloric 
sphincter within 10 minutes, although the movements 
of the stomach were unchanged, and also abolished the 
reflex closure of the pylorus normally produced by 
mechanical irritation. In more than 100 cases of 
pyloric spasm, oral procaine produced relaxation and 
complete emptying of the stomach, except where there 
was additional mechanical obstruction from scarring or 
neoplasm. In 11 cases of gastric ulcer chronic vomiting 
was relieved, and in 5 cases of carcinoma of the stomach 
with vomiting, treatment with oral procaine enabled the 
patient to be fed naturally and made fit for operation. 
It is postulated that physiological control of the pyloric 
sphincter “ rests with the local nervous system and that 
this system can be paralysed by procaine’’. The use of 


oral procaine in the treatment of cases of pyloric spasm is 


therefore recommended. John R. Vane 
2043. Achalasia of the Pylorus in Adults 

A. F. Wittiams. Lancet [Lancet] 1, 991-993, May 27, 
1950. 10 refs. 


Three cases are described of female patients in whom 
marked pyloric stenosis was found at operation un- 
accompanied by other evidence of disease. Section of 
the pylorus failed to reveal any abnormality and in each 
case the muscle of the pylorus was within normal limits 
of size. Gastrectomy was performed in two of the cases 
and gastro-enterostomy in the third. It is suggested that 
these cases are due to achalasia of the pylorus, since in 
some of the published cases achalasia of the cardiac 
sphincter was also present. Geoffrey McComas 


2044. A Clinical and Radiological Study of Ulceration of 
the Anterior Wall of the Stomach. (Etude clinique et 
radiologique des ulcéres de la face antérieure de l’estomag) 
M. LEvrRAT, R. BRETTE, M. RICHARD, and M. FOURNIER. 
Archives des Maladies de l’ Appareil Digestif [Arch. Mal. 
Appar. dig.) 39, 417-428, April, 1950. 2 figs., 24 refs. 


An account is given of 4 personal cases of ulcer on the 
anterior gastric wall, together with notes on 12 others 
collected from the literature. The term “ anterior wall ” 
is defined as that part of the anterior gastric surface 
included within a line drawn parallel to, and 2 cm. from, 
the curvatures and the orifices of the stomach. The 
authors conclude from their own experience and from 
their review of the literature that the difficulties of ana- 
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tomical location of an ulcer by radiology or gastroscopy 
are such as to make any estimate of the frequency of 
ulcers of the anterior wall unreliable, but they believe 
that they constitute less than 1% of all gastric ulcers. 
Out of the total of 16 cases the ulcer was distal to the 
incisura angularis in 2 and on the vertical part of the 
stomach wall in 14: 4 of these 14 ulcers lay on the 
anterior wall of the fundus. In those cases in which 
histological examination was carried out (4 out of 16) 
the ulcer was benign. 

Anterior ulcers of the fundus may adhere to and 
penetrate the diaphragm and left lobe of the liver, from 
which they cannot be separated without perforation. 
Ulcers of the remainder of the anterior wall may perforate 
into the free peritoneal cavity. Typical “ ulcer symp- 
toms ”’ are exceptional with ulcers of the fundus, either on 
the anterior or posterior wall. The frequent occurrence 
of marked loss of weight in cases of anterior ulceration 
may be explained by the length of time which usually 
elapses before the diagnosis is established. In 2 cases 
there was loss of appetite resembling that in anorexia 
nervosa. Haemorrhage (haematemesis—rarely melaena) 
occurred in 6 or 7 cases. The authors believe that 
ulcers in this situation bleed more frequently than those 
elsewhere, but this tendency may be more apparent than 
real because ulcers of the anterior wall are not often 
diagnosed unless some particular complication such as 
haemorrhage causes repeated careful examination. 
In 2 out of the 4 cases of perforation a considerable 
pneumoperitoneum resulted. 

Of the 16 cases radiological diagnosis was made 
before operation in 9 only, and in most of these several 
examinations had first to be made. Ulcers of the 
horizontal part of the stomach wall are only seen 
radiologically en face. On the vertical part they may also 
be found in profile. More ulcers of the anterior wall 
appear to be found by gastroscopy than by radiological 
examination. For ulcer of the anterior wall partial 
gastrectomy involves the removal of a large part of the 
stomach. Dragstedt’s operation is probably the one of 
choice. G. H. du Boulay 


2045. Giant Gastric Ulcers. (Ulceras gastricas gigantes) 
A. V. C. Ortiz. Medicina Practica [Med. pract.] 2, 
115-133, March-April, 1950. 11 figs. 


The author states that some authorities—Hayem, for 
example—regard all gastric ulcers as “‘ pre-cancerous ”’; 
others, such as Tripier, are of the opinion that such 
ulcers do not show a “ tendency to become malignant ”’, 
but are “ malignant ab initio”’’. Again, Carpenter and 
MacCarthy affirm that 10% of gastric ulcers measuring 
up to 2-5 cm. in diameter, two-thirds of those measuring 
2-5 to 3-5 cm., and all of those larger than this become 
malignant. [Names are stated throughout this paper, 
and the opinions of the authors quoted, but no references 
are given to the literature.] 

* Giant ’’ ulcers are defined as those with a diameter 
of 3 to 8 cm. and the chief point discussed by the author 
is the question of the malignancy or benignancy of these 
large ulcers. All the author’s patients were females and 
his remarks are illustrated by brief notes of 3 of them, 
aged 32, 39, and 61 years respectively. Indications of 


malignancy are pain, at first periodic, later becoming 
constant and extending to the scapula and left shoulder; 
sometimes the pain is very sudden and acute, like the 
gastric crises of tabes dorsalis. Other indications include 
the age of the patient, duration of symptoms of more . 
than 3 months, disproportion between the size of the 
crater and duration of the disease [in other words, rapidity 
of growth], irregularity of the ulcer margin, contraction 
of the lesser curvature, and reduction in the gastric acidity 
accompanied by occult haemorrhage. Vomiting is by no 
means constant; common symptoms of ulcer of the lesser 
curvature (which is nearly always the site of a giant ulcer) 
are nausea, persistent bradycardia, and sialorrhoea. 
Giant ulcers do not, as a rule, develop from small 
ulcers, many of them being large from the beginning. 
However, the diagnosis of malignancy or non- 
malignancy is far from easy on clinical grounds and, in 
the author’s opinion, the diagnosis of cancer at operation 
is often disproved by the prolonged survival of the patient. 
In view of these doubts, wide resection is the only proper 
treatment, if this is not prevented by adhesions. Opera- 
tive measures recommended in cases of hour-glass 
stomach are extirpation of the lower section, the ulcerated 
and sclerosed area, or annular gastrectomy with exclusion 
of the pyloric pouch and gastro-enterostomy with the 
upper segment. In spite of all that has been written, the 
author maintains that neither the size nor the situation 
of the ulcer is a sure criterion of its malignancy. [A 
somewhat diffuse and inconclusive paper, but the cases 
described are well illustrated by radiographs and photo- 
graphs.] H. Harold Scott 


2046. Neoplasms of the Stomach other than Carci- 
noma 

H. L. THompson and J. M. Oyster. Gastroenterology 
[Gastroenterology] 15, Part II, 185-243, May, 1950. 
Bibliography. 


A detailed analysis of the clinical characters of gastric 
tumours other than carcinoma is given, mainly based 
on 120 cases observed at the Los Angeles General 
Hospital from 1938 to 1948. In about 80% of these the 
tumour was benign and in 20% malignant. The 94 
benign tumours included 56 epithelial polypi, 22 leio- 
myomata, 8 neurofibromata, 7 fibromata, and a lipoma. 
The 26 malignant tumours were classified as 8 reticulum- 
cell sarcomata, 7 leiomyosarcomata, 6 lymphosarcomata, 
4 Hodgkin’s sarcomata, and a malignant follicular 
lymphoblastoma. Benign tumours constituted 13-6% of 
all gastric neoplasms in this series, and sarcomata 
constituted 5% of all malignant gastric neoplasms. 

R. A. Willis 


2047. Early Diagnosis of Gastric Cancer 

D. State, D. GAviseR, T. B. HupsBarp, and O. H. 
WANGENSTEEN. Journal of the American Medical 
Association [J. Amer. med. Ass.] 142, 1128-1133, April 15, 
1950. 13 refs. 


This paper reports results obtained during the year 
March, 1948, to April, 1949, at the Cancer Detection 
Centre at Minnesota University. During this time 
1,715 patients were examined, all of whom were 
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apparently in good health and over the age of 45. In 
this group three gastric carcinomata were found, but in 
2 cases symptoms were admitted on questioning and these 
cases should not therefore be included. Two patients 
were found to have gastric polypi, and 194 (11%) rectal 
polyps. The methods which have been adopted at this 
clinic in an attempt to detect the silent or symptomless 
stage of carcinoma—particularly gastric—include the 
use of test meals, tests for occult blood in the faeces, and, 
in certain cases, x-ray examination. The initial approach 
was to examine radiologically a series of patients 
(free of digestive disease) in the following five groups: 
(1) those with achlorhydria or hypochlorhydria (maxi- 
mum free acidity of 30 or less); (2) cases of pernicious 
anaemia; (3) persons with a positive family history of 
gastric carcinoma; (4) and (5) patients with haemo- 
globin values of 11 g. or less per 100 ml. and/or occult 
blood in the stool. In group (1) 3,921 persons were 
tested and out of 1,450 found to have achlorhydria or 
hypochlorhydria radiography showed 8 to have gastric 
carcinoma and 38 gastric polyps. In group (2) 3 cancers 
and 4 polyps were found among 94 patients. Out of 
71 persons in group (3), no case of gastric cancer or 
polyps was found, but the follow-up study and examina- 
tion was very incomplete. In groups (4) and (5) no 
cancer was found in 149 patients. In these investigations 
a total of 42 gastric polyps were detected, and a further 
known group of 47 cases was also re-examined. Out 
of this combined group of 89 patients with gastric polyps 
31 were operated upon and 4 cancers were found. 

[The importance of such studies as these lies in the 
effort to detect the likely ** carriers *’ of gastric cancer in 
the asymptomatic stage. Performing routine test meals 
on healthy individuals over 50 may be one way of carrying 
out a preliminary “ screening”, despite its obvious 
drawbacks, though mass gastric radiography is clearly 
even more impracticable. This paper raises points of 
interest in a vitally important subject.} Thomas Hunt 


2048. A Comparison of an Anion Exchange Resin and 
Aluminum Hydroxide Gel in the Treatment of Peptic 
Ulcer 
C. W. Wirts, B. H. SULLIVAN, and W. C. HEMMERLY. 
Gastroenterology [Gastroenterology] 15, 1-5, May, 1950. 
7 refs. 


See also Section Radiology, Abstract 1875. 
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2049. Incidence of the Sprue Syndrome, with Some 
Observations on the Natural History 

L. S. P. Davipson and J. R. Fountain. British Medical 
Journal (Brit. med. J.) 1, 1157-1161, May 20, 1950. 
2 refs. 


Applications for special rations in cases of steatorrhoea 
in Britain require the support of a medical certificate and 
a report on the chemical analysis of the stool. These 
applications in the years 1943-8 form the main material 
ofthisstudy. In some cases a supplementary questionary 
was sent to the reporting doctor, and some figures from 
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official Army and R.A.F. sources were also used. In all 
some 2,000 cases were considered. 

The following conclusions were reached: (1) Although 
the incidence of sprue-like conditions varies considerably 
from year to year, something like 117 new cases of coeliac 
disease, 44 of idiopathic steatorrhoea, and 6 of 
““secondary ” steatorrhoea occur in Great Britain 
annually. (2) There is no significant sex difference in 
incidence. (3) The outcome of tropical sprue as it 
occurred in British forces during the war of 1939-45 was 
extremely favourable. (4) There is evidence that idio- 
pathic steatorrhoea is frequently associated with a 
history of chronic alimentary disorder in childhood. 
(5) Some evidence was obtained which suggests that there 
is a genetic factor in the aetiology of this group of diseases. 

[Although the limitations of the method are obvious, 
investigations such as this may well define the lines for 
further, more precise research. ] T. A. A. Hunter 


2050. Steatorrhoea in a Family 
C. W. Bartley. British Medical Journal (Brit. med. J.] 
1, 1161-1164, May 20, 1950. 24 refs. 


This paper presents the case histories of a father aged 
48, two daughters aged 22 and 11, and two sons aged 
14 and 9 from a family in which the mother and three 
other siblings were normal. In all the cases reported fat 
absorption was diminished (74 to 86% in a 3-day fat 
balance test), and to a varying extent other features of the 
sprue syndrome were present. In no case was there any 
record of pulmonary lesions. In 2 of the cases duodenal 
intubation failed, in 2 trypsin was absent from otherwise 
satisfactory duodenal specimens, and in one the trypsin 
content was normal. After a brief review of the literature 
the author suggests that these cases exemplify a minimal 
degree of fibrocystic disease of the pancreas, such as is 
found not infrequently in routine necropsy. 

T. A. A. Hunter 


2051. Carcinoma of the Colon Complicating Chronic 
Ulcerative Colitis 

W. J. GLECKLER and C. H. Brown. Gastroenterology 
[Gastroenterology] 14, 455-464, April, 1950. 20 refs. 


Recent statistical evidence provided by various 
workers shows that incidence of carcinoma of the colon in 
patients with ulcerative colitis is higher than in the 
general population, that it tends to occur in a younger 
age group, and that it may frequently be multiple. The 
factor responsible is believed to be chronic inflammation 
and irritation, resulting in hyperplasia, proliferation, and 
finally carcinomatous change in the mucosa. The 
polyposis of ulcerative colitis is not a necessary inter- 
mediate stage between hyperplasia and carcinoma. 

The authors, working at the Cleveland Clinic, report 
12 cases of carcinoma of the colon occurring among 
316 cases of chronic ulcerative colitis. In this series the 
average age of the patient at onset of the colitis was 
28-3 years, with a range of 13 to 46 years. Carcinoma 
was found at the average age of 44-3 years, the range 
being 25 to 57 years. The average duration of the 
colitis before the appearance of carcinoma was 16 years, 
the range being 6 to 31 years. There were 14 carcinomata 
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among the 12 cases, one patient having at least 3 primary 
lesions. The neoplasms occurred at various sites in the 
colon, 7 being in the sigmoid, 2 in the rectal, and 1 in the 
transverse colon, 1 at the splenic flexure, and 3 in the 
caecum. Pre-existing polyposis was present in 43%. 
In 3 cases no change in the symptoms of ulcerative 
colitis occurred to indicate the onset of carcinoma. 
In the remaining 9 cases there was an exacerbation of the 
previous symptoms, but the authors note that it is usually 
impossible to distinguish symptoms due to the onset of 
neoplasm from those of an exacerbation of ulcerative 
colitis. Three patients in this series had a functioning 
ileostomy, and one a caecostomy, before the development 
of carcinoma. This fact lends support to the opinion 
that side-tracking operations do not “* keep the colon at 
rest” or prevent the development of neoplasm. 

The authors consider that the figure given for the 
incidence of carcinoma (3-8%) in this series is probably 
too low, since their follow-up could not be continued as 
long as they think necessary. They believe that the 
solution of the question of the true incidence of carcinoma 
in ulcerative colitis’ will probably not be determined 
without the statistical study of autopsy examinations on 
1,000 consecutive ulcerative colitis patients”. In the 
meantime they believe that, when ileostomy becomes 
necessary in ulcerative colitis, colectomy should be 
seriously considered. M. Beaton 


2052. Failure to Induce Ulcerative Colitis Experimentally 
with Filtrates of Feces and Rectal Mucosa. A Preliminary 
Report 

R.G. Victor, J. B. KIRSNER, and W.L. PALMER. Gastro- 
enterology [Gastroenterology] 14, 398-400, March, 1950. 
3 refs. 


The rectum and sigmoid remained normal procto- 
scopically in monkeys receiving repeated intrarectal 
injections of bacteria-free filtrates of feces and rectal 
tissue from patients with severe ulcerative colitis. The 
intracerebral and intraperitoneal injection of similar 
filtrates into mice caused no apparent untoward effects. 
Allantoic membranes of fertile eggs inoculated with 
the same material disclosed no evidence of growth on the 
membrane or changes in the chick embryo after 
7 passages.—[Authors’ summary. ] 
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2053. Liver Function in Chronic Alcoholic Patients. III. 
Correlation between the Presence of Liver Dysfunction as 
Indicated by Laboratory Tests and Objective Findings on 
Examination 

W. L. VoEGTLIN, W. E. Tupper, and M. W. Rostnson. 


Gastroenterology [Gastroenterology] 59, 485-490, April, 
1950. 2 refs. 


In chronic alcoholic individuals the positive findings 
most likely to accompany hepatic dysfunction are 
(1) obesity, (2) evidence of vitamin deficiency, (3) evi- 
dence of mild and transitory portal hypertension, 
(4) pretibial edema, (5) enlargement of the liver without 
tenderness, (6) transient low grade fever, and (7) leuko- 
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penia. Objective findings rarely encountered are 
(1) feminization of the male, (2) vascular nevi, (3) 
palmar erythema and malar flush, and (4) enlargement 
of the spleen. 

On the basis of the data presented it may be stated that 
the objective findings in chronic alcoholics do not 
suggest that such patients characteristically suffer from 
portal cirrhosis.—[Authors’ summary.] 


2054. Pathologic Observations in Porta! Cirrhosis 

W. E. Ricketts, C. C. LUSHBAUGH, J. B. KIRSNER, 
and W. L. PALMER. Gastroenterology [Gastroenterology] 
14, 491-501, April, 1950. 10 figs., 19 refs. 


At the University of Chicago, the relation between the 
symptoms and the findings in the liver was investigated 
in 38 cases of portal cirrhosis by the Vim-Silverman 
technique. By portal cirrhosis the authors mean any 
hepatic state with parenchymal changes and fibrosis, 
including the sequelae of acute necrosis, acute and 
chronic inflammation, and dietary deficiencies. 

The 38 patients were divided into three clinical groups: 
(I) 12 without symptoms; (II) 15 with moderate sym- 
toms; (III) 5 severely ill. Marked hepatic fibrosis was 
present in 33% of group I, 70% of group II, and 80°, of 
group III, so that it was impossible to correlate the 
clinical state with the fibrosis. However, the par- 
enchymal changes were only slight to moderate in 
group I, moderate in 60% and severe in 40% of group II, 
and severe in 100% of group III, so that a rough relation 
existed between the degree of parenchymal damage and 
the severity of liver failure. 

The progress of 7 patients under medical management 
was followed by repeated needle-biopsy examinations. 
It was found that, while fibrosis remained unaltered, 
clinical improvement was accompanied by recovery of the 
parenchyma, shown by disappearance of fatty, foamy, and 
hyaline changes in the cytoplasm, diminished variation 
in the size and number of nuclei, and increased definition 
and uniformity of the cells. 

[The distortion of nuclei often produced by the 
Vim-Silverman needle is well shown in one corner of 
figure 10; perhaps this is not the ideal method for 
studying cellular details.] R. B. Terry 


2055. Tests of ‘** Hepatic Function ’’ in Portal Cirrhosis 
W. E. Ricketts, J. B. Kirsner, D. D. KIpPEN, and 
W. D. PALmer. Gastroenterology [Gastroenterology] 
15, Part I, 40-51, May, 1950. 27 refs. 


This is an account of tests of hepatic function in portal 
cirrhosis, especially in relation to the severity of the 
disease and to changes after medical treatment. 

Ten different tests were employed in 50 patients with 
portal cirrhosis and 20 controls. Marked differences in 
the results were found, corresponding in general with the 
clinical severity of illness. The tests were repeated on 
32 patients with cirrhosis who had been treated medically 
for periods ranging from a few months to 24 years. 
Pronounced improvement in liver function was noted in 
all patients under medical treatment for longer than 
4 months. The bromsulphalein excretion test gave 
abnormal results longer than any of the other tests 
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employed, and it is also noted that variations in the 
results of cephalin—-cholesterol-flocculation, thymol- 
turbidity, and alkaline-phosphatase tests did not run 
parallel with the clinical course during treatment. 

. J. W. McNee 


2056. The Action of Pantothenic Acid on Hepatic Func- 
tion. (L’azione dell’acido pantotenico sulla funzionalita 
epatica) 

G. ANNONI and P. LUCCHELLI. Acta Vitaminologica 
[Acta vitamin., Milano] 4, 60-62, April, 1950. 3 refs. 


Pantothenic acid was given intramuscularly in a daily 
dose of 250 mg. in the form of calcium p-panthothenate 
to patients with acute infective hepatitis and with 
cirrhosis. Various liver-function tests are said to 
have shown improvement, but no controls were 
investigated. G. M. Findlay 


2057. Viral Hepatitis as a Cause of Atrophy and Cirrhosis 
of the Liver 

R. F. Perkins, A. H. BAGGENSToss, and A. M. SNELL. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.| 25, 287-298, May 24, 1950. 3 figs., 
12 refs. 


The authors examined the clinical and pathological 
features of 130 cases in which atrophy of the liver had 
been noted at necropsy at the Mayo Clinic during the 
20 years ending 1946, and this paper concerns 36 in 
which they consider that cirrhosis resulted from viral 
hepatitis. On a histological basis these 36 cases con- 
sisted of 9 of acute hepatitis, 11 of subacute hepatitis, 
and 16 of cirrhosis (3 Laénnec’s and 13 postnecrotic). 


The histological appearances in each group are described 
in detail and conformed to those found in other series 
except for the observation in 3 cases of subacute hepatitis 
of significant numbers of eosinophils in the cellular 


infiltration in the portal triads, It is concluded from a 
discussion of the probable pathogenesis of cirrhosis 
that if there are recurrent, moderately severe attacks of 
viral hepatitis Laénnec’s cirrhosis will result, whereas an 
unusually severe attack will lead to postnecrotic cirrhosis. 
[The authors mention, but disregard, the difficulty of 
ascertaining from the history the true nature of previous 
episodes of jaundice.] R. B. Terry 


2058. Effect of Choline and Methionine, Testosterone 
Propionate, and Dietary Protein on Nitrogen Balance in 
Patients with Liver Disease 

G. J. Gasuzpba, R. D. ECKHARDT, and C. S. DAVIDSON. 
Journal of Clinical Investigation [J. clin. Invest.] 29, 
566-576, May, 1950. 6 figs., 27 refs. 


The effect of giving various therapeutic substances 
on nitrogen balance in patients suffering from hepatic 
disease is discussed. 

Five patients with cirrhosis of the liver and one with 
infective hepatitis were first given basal diets providing 
from 0 to 100 g. of protein daily. The initial nitrogen 
balance ranged between —4-:2 and +7-0 g. daily. 
Thereafter the effect of administration of the various 
substances was determined. Choline chloride and 
DL-methionine given simultaneously did not reduce 
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urinary excretion of nitrogen, and in no instance did 
a positive increase in nitrogen balance exceed the quantity 
of nitrogen which the supplements actually contained, 
The effect of choline alone was identical. Testosterone 
propionate led to decrease in urinary excretion of nitrogen 
and increase in nitrogen retention. The most marked 
increases in nitrogen retention occurred, however, when 
25 to 50 g. of protein was added daily to the diet. 
J. W. McNee 


2059. Studies on the Effect of pL-Methionine on Liver 
Metabolism. I. The Effect of Methionine in Acute 
Hepatic Insufficiency and on Nitrogen Balance in Hepatitis. 
(Studien iiber die Wirkung von d-l-Methionin im 
Stoffwechsel dererkrankten Leber. I. Uber die Wirkung 
des Methionins bei der akuten Leberinsuffizienz und auf 
die N-Bilanz der Hepatitis) 

F. HARTMANN. Deutsches Archiv fiir Klinische Medizin 
[Disch. Arch. klin. Med.| 196, 412-431, 1949. 2 figs., 
bibliography. 

In 17 cases of hepatitis, treatment with methionine 
(0-1 to 2 g. daily intravenously or 2 to 4 g. orally) had no 
effect on nitrogen balance. A clinical description of 
hepatic pre-coma is given; there is a slow onset and 
gradual development of coma. Nine patients in pre- 
coma had daily intravenous injections of 0:2 to 2 g. 
methionine; 16 patients in coma were given 0-4 to 1-2 g. 
daily by continuous intravenous drip. All 9 patients in 
pre-coma recovered from this condition and 6 survived 
for one year or more; 2 died later from cirrhosis and 1 
improved enough to undergo operation “for a carcinoma 
causing biliary obstruction. Those in coma all died, 
although some had been admitted in pre-coma. In 
5 cases the strength of the xanthoprotein reaction in the 
blood was markedly reduced by the methionine therapy 
and urinary content of indican was simultaneously 
increased. The effect of methionine in liver failure is 
discussed at some length; the evidence suggests that it is 
due to the sulphur groups contained. H. K. Goadby 


2060. Studies on the Effect of pi-Methionine on the 
Metabolism of the Diseased Liver. II. Influence of 
Methionine on Metabolism of Thiocyanates in Liver 
Disease. (Studien iiber die Wirkung von d-l-Methionin 
im Stoffwechsel der erkrankten Leber. II. Die Beein- 
flussung des Rhodanstoffwechsels bei Leberkranken 
durch Methionin) 

F. HARTMANN and K. H. WAGNER. Deutsches Archiv 
fiir Klinische Medizin [Dtsch. Arch. klin. Med. - 196, 
432-438, 1949. 4 figs., 8 refs. 


Thiocyanate excretion was measured by the colori- 
metric method of Lang in 6 healthy subjects, 8 cases of 
hepatitis, and 4 cases of hepatic coma. In all cases of 
liver disease except two of hepatitis and one of coma, 
the amount of thiocyanate excreted was well below the 
range found in the normal. Giving methionine, 7 g. 
per day by mouth or 0-5 to 2 g. per day intravenously, 
raised thiocyanate excretion to normal levels in all the 
cases of hepatic disease, but in none of the healthy 
subjects was it increased. Choline, 3 g. a day orally, 
failed to influence the excretion, but cysteine, 3 g. a day, 
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caused a rise which was comparable to that produced 
by methionine. 

Acetonitrile, 2 ml. orally, was given to 2 healthy 
persons and 3 patients with hepatic disease; in the 
former, acetonitrile increased the amount of thiocyanate 
excreted, and this change was not influenced by 
methionine therapy; in the cases of hepatic disease, 
thiocyanate excretion was not increased by the acetoni- 
trile loading, but intravenous administration of 
methionine caused a rise. H. K. Goadby 


2061. Studies on the Effect of pi-Methionine on the 
Metabolism of the Diseased Liver. III. Excretion of 
Combined Sulphates in Liver Disease and its Modification 
by Methionine. (Studien iiber die Wirkung von d-l- 
Methionin im Stoffwechsel der erkrankten Leber. 
Ill. Die Ausscheidung gepaarter Schwefelsduren bei 
Lebererkrankung und_ ihre’ Beeinflussung durch 
Methionin) 

F. HARTMANN. 
[Dtsch. 
13 refs. 


Daily sulphate excretion in urine was measured gravi- 
metrically by precipitation with barium chloride in 5 
healthy individuals, 14 cases of hepatitis, 2 cases of 
hepatic coma, and 2 of cholangitis. The values for total 
and combined sulphate excretion per day were as 
expected, and methionine administration had no effect on 
these values in normal individuals. In 9 out of the 
14 cases of hepatitis output of sulphates was greater than 
in the normal, and methionine administration increased 
the excretion of ethereal sulphates and of total sulphates. 
In 2 cases of pre-coma, methionine had the same effect. 
Cystine had the same effect as methionine, but choline 
had no such influence. H. K. Goadby 


Deutsches Archiv fiir Klinische Medizin 
Arch. klin. Med.| 196, 439-444, 1949. 3 figs., 


2062. The Effects of Lipotropic Factors on Phospholipide 
Turnover in the Plasma of Normal Persons as Indicated by 
Radioactive Phosphorus 

W. E. CorNnatzer and D. Cayer. Journal of Clinical 
Investigation [J. clin. Invest.] 29, 534-541, May, 1950. 
2 figs., 13 refs. 


The action of choline and methionine in preventing or 
curing fatty infiltration of the liver induced in animals by 
low-protein diets is, the authors state, believed to be due 
to an increased turnover of phospholipids in the liver. 
No means were known of determining the amount of 
newly formed plasma phospholipides until radioactive 
tracers became available. The present experiments deal 
with the phospholipid turnover in the plasma of normal 
persons as indicated by radioactive phosphorus. 

The results show that the turnover in normal persons 
varies widely between individuals, but is fairly constant 
in the same individual. In several subjects turnover was 
the same after ingestion of a large dose of choline and 
methionine and again 2 months later in the same indi- 
vidual without administration of the lipotropic agent. 
The fact that there was no difference between the results 
seems to indicate that choline may be an active stimulant 
only if the dietary supply of lipotropic substances 
has previously been inadequate. J. W. McNee 
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2063. The Effects of Lipotropic Factors on Phospholipide 
Turnover in the Plasma of Patients with Cirrhosis of the 
Liver, as indicated by Radioactive Phosphorus 

W. E. CorNaTZzer and D. Cayer. Journal of Clinical 
Investigation [J. clin. Invest.] 29, 542-551, May, 1950. 
2 figs., 17 refs. 


This is a continuation of the previous paper (Abstract 
2062), but deals with results in 8 untreated cases of 
cirrhosis of the liver. Whereas a single large dose of 
choline given to a normal person does not alter phos- 
pholipid synthesis (see the previous paper), a significant 
rise in phospholipid level occurred in the plasma in 7 
of the 8 cases of cirrhosis. J. W. McNee 


2064. Measurement of Serum Cholinesterase Activity 
in the Study of Diseases of the Liver and Biliary System 
L. J. VorHaus, H. H. ScuDAMorE, and R. M. KArRK. 
Gastroenterology ed 15, 304-315, June, 
1950. 6 figs., 35 refs. 


2065. Facts and Problems of Hepatitis 

B. O. C. PripRAM and R. UpHam. Review of Gastro- 
enterology [Rev. Gastroent.] 17, 469-480, June, 1950. 
3 figs., 15 refs. 


See also Sections Radiology, Abstracts 1878 and 
1879; Pathology, Abstract 1906. 


2066. Carcinoma of Islets of Langerhans with Hypo- 
glycaemia 


B. F. BreEARLEY and J. W. Laws. British Medical 


Journal {Brit. med. J.| 1, 982-985, April 29, 1950. 3 figs., 


37 refs. 


Carcinoma of the islets of Langerhans may occur 
without hypoglycaemia. Since 1927, 19 cases of 
carcinoma associated with hypoglycaemia have been 
reported in the literature. The condition appears more 
commonly in males and is localized most frequently to the 
tail of the pancreas. 

This paper describes the case of a woman of 73 who 
complained of headache, and dizziness on stooping; 
there was also pain in the epigastrium and some loss of 
weight. On examination she was found to have a firm 
mass below the left costal margin, which moved with 
respiration. 

A number of investigations, including radiography, 
were negative and the tumour was diagnosed as an 
enlarged spleen, perhaps because of an associated 
hepatomegaly. Six months after first being seen the 
patient collapsed and became comatose, and the blood 
sugar level was found to be 25 mg. per 100 ml. A 
glucose tolerance curve showed a hypoglycaemic reaction. 
She soon died in spite of glucose administration. 
Necropsy revealed hepatomegaly due to secondary 
deposits from a large primary in the tail of the pancreas; 
the spleen had been displaced upwards and the kidney 
was buried in the posterior surface of the tumour. 
Histological study showed the growth to consist of 
alveolar masses of clear cells similar to those of the 
islets of Langerhans; neither alpha nor beta cells were 
demonstrated. Paul B. Woolley 
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2067. Studies on the Efficacy of Artificially lodinated 
Proteins. (Contribution a létude de lefficacité des 
protéines artificiellement iodées) 

P. Rotu. Annales d’Endocrinologie [Ann. Endocrinol.] 
11, 114-123, 1950. 3 figs., 27 refs. 


Iodized proteins were assayed by their effect in 
accelerating the metamorphosis of tadpoles, the following 
indices being used: (1) body length; (2) length of tail; 
(3) length of hind-limbs. The coefficient 


body length 
length of hind limbs 


is less than unity in frogs which have metamorphosed 
normally. 
the coefficient is higher than unity. 

Iodized proteins were over a hundred times more 
effective when given by injection than when ingested. 
They were also more effective than an equivalent amount 
of racemic thyroxine. G. Ansell 


2068. The Effect of Varying Quantities of Inorganic 
lodide (Carrier) on the Urinary Excretion and Thyroidal 
Accumulation of Radioiodine in Exophthalmic Goiter 

D. S. Cuitps, F. R. Keatinc, J. E. Ratt, M. M. D. 
Wixutams, and M. H. Power. Journal of Clinical 
Investigation [J. clin. Invest.] 29, 726-738, June, 1950. 
7 figs., 12 refs. 


This report from the Mayo Clinic describes studies on 
13 thyrotoxic patients who were given repeated doses of 
100 microcuries of radio-iodine (1'*"), together with doses 
of carrier iodide (I'*7) varying from zero to 500 mg. 
Thyroid accumulation curves were constructed from 
determinations in vivo of radioactivity over the neck, and 
urinary excretion curves from measurements of urine 
radioactivity. The proportional renal excretion rate of 
radio-iodine was not affected by the amount of carrier 
used. 

Variation of the dose of carrier iodide below 0-1 mg. 
produced no significant effect on the thyroid accumulation 
or urinary excretion of I'*! but with larger doses of 
carrier (above 10 mg.), total urinary excretion of I'%* 
was increased and thyroid uptake decreased. The 
shape of the thyroid accumulation curve was also 
altered. There was an initial rapid rise, reaching a peak 
at 2} hours, followed by a rapid fall at an exponential 
rate. The thyroid curves with these doses closely 
paralleled the curves of serum radioactivity. Inter- 
mediate doses of carrier (0-75 to 10 mg.) produced 
varying types of accumulation curve. 

Administration of sodium thiocyanate to patients who 
had received large doses of carrier iodide resulted in a 
rapid discharge of I**! from the gland, suggesting that 
this had been present in the form of iodide. This view 
was supported by further observations which showed that 
the I'8! accumulation curve with a large dose of carrier 


When metamorphosis has been accelerated 


was similar to that found when thyroxine formation was 
blocked by administration of propylthiouracil. 

It was, however, not possible to conclude definitely from 
these studies whether large doses of carrier iodide pro- 
duced only a relative suppression of hormone formation, 
or whether in fact there was an absolute suppression of 
thyroxine synthesis. G. Ansell 


2069. Results of Uptake and Excretion Tests with 
Radio-iodine 

T. H. Oppie and R. K. Scott. British Journal of 
Radiology [Brit. J. Radiol.| 23, 348-354, June, 1950. 
4 figs., 13 refs. 


In a previous paper by one of the authors mathematical 
formulae were developed for the analysis of excretion and 
uptake curves of inorganic iodine. 

Parameters are sought which could be used to diagnose 
the degree of thyroid function, and in the present paper 
examples are given of tracer tests performed in 24 cases. 
The parameters fall into three main groups, those which 
measure: (a) the rate of uptake of inorganic iodine by 
the thyroid; (5) the rate of conversion of inorganic iodine 
by the thyroid to organically bound iodine; (c) the rate 
of release of organically bound iodine into the body. 
The authors believe that the most useful of these para- 
meters is probably the one which measures the rate of 
release of organically bound iodine into the body; they 
intend to pursue this line of investigation further. 

K. F. Orton 


2070. The Effect of Diiodotyrosine and Oestrogens on the 
Antithyroid Action of Méethylthiouracil. (Uber die 
Beeinflussung der antithyreoidalen Wirkung von 4- 
Methyl-2-thiouracil durch Dijodtyrosin und oestrogene 
Substanzen) 
R. Kopr. 


Archiv fiir Experimentelle Pathologie und 
Pharmakologie [Arch. exp. Path. Pharmak.| 209, 58-70, 
1950. 5 figs., 44 refs. 


Diiodotyrosine and certain oestrogens have been used 
clinically in the treatment of hyperthyroid conditions. 
Experiments were performed to see whether the admini- 
stration of such substances would depress anterior 
pituitary function and augment the action of antithyroid 
substances such as 4-methyl-2-thiouracil. Methyl- 
thiouracil in doses of 100 mg. per kg. body weight was 
administered by mouth in aqueous suspension to white 
rats. Oxygen consumption was measured at intervals 
and, after varying periods, the animals were killed and 
the endocrine organs removed, weighed, and examined 
histologically. Diiodotyrosine (50 mg. per kg. in 
aqueous suspension by mouth), stilboestrol dipropionate 
(5 mg. per kg. in oil subcutaneously), and oestradiol 
monobenzoate (1 mg. per kg. in oil subcutaneously) 
were administered to other groups of rats, alone or in 
combination with methylthiouracil, and the same estima- 
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tions made. Only diiodotyrosine produced a marked 
effect in preventing the enlargement of the thyroid and in 
causing a prolongation of the fall in oxygen consumption 
when it was given together with methylthiouracil. 

Vera N. Warren 


2071. Hyperthyroidism Partially Masked by Iron 
Deficiency. (Hyperthyroidies partiellement masquées 
par une carence en fer) 

J. LEDERER. Annales d’Endocrinologie [Ann. Endocrinol., 
Paris| 10, 603-608, 1949. 7 refs. 


Three cases of thyrotoxicosis are reported, clinically 
typical but with low basal metabolic rate and iron- 
deficiency anaemia. Vigorous treatment of the iron 
deficiency resulted in each case in elevation of the oxygen 
consumption. It is suggested that the low basal meta- 
bolism was due to inability of the tissues to elaborate 
excessive amounts of iron-containing enzymes under the 
stimulation of the elevated thyroid-hormone level in the 
blood. L. E. Moses (Excerpta Medica) 


See also Section Cardiovascular Disorders, Abstract 
1976. 


2072. Effect of Cortisone on Experimental Fractures in 
the Rabbit 

J. W. BLuNT, C. M. PLotz, R. Latres, E. L. Howes, 
K. Meyer, and C. RAGAN. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol. N. Y.] 73, 678-681, April, 1950. 2 figs., 7 refs. 


In 16 adult rabbits the femur was fractured. Eight 
received 12:5 mg. of cortisone intramuscularly twice 
daily, administration starting 3 days before the fracture 
was induced and continuing subsequently. One corti- 
sone-treated rabbit and one untreated control were killed 
each day for 8 days after the fracture and the fracture 
site was examined histologically in each case. 

During the first 4 days there was little difference 
between the control and treated animals, early fibroplasia 
being present with oedema and inflammatory infiltra- 
tion in both groups, though the haematomata were 
absorbed more slowly in the cortisone-treated animals 
during the first 2 days. After the fourth day, however, 
there was a marked retardation of repair in the cortisone- 
treated group; the ingrowth of new vessels was impaired, 
with the result that there was relatively little tissue 
differentiation, the fibroblasts showing rounded forms, 
metachromasia being decreased, and the intercellular 
matrix irregular in structure. Whereas the control 
group showed well-defined areas of new cartilage and, 
by the eighth day, well-defined bone trabeculae, in the 
cortisone-treated group cartilage formation was im- 
perfect, with minimal alkaline-phosphatase and glycogen 
content, and no bone trabeculae were seen during the 
experimental period. 

No other changes were observed at necropsy, except 
that in the cortisone-treated animals there was marked 
deposition of glycogen in the liver, the organ being 
larger, paler, and more bloodless, and infiltrated with a 
pale yellow substance. 


No differences were noted in the adrenals between the - 


two groups of animals. Robert de Mowbray 
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2073. Urinary Excretion of Cortical Steroids in Some 
Endocrine and Non-endocrine Diseases. (Excrecion 
urinaria de esteroides corticales en algunas enfermedades 
endocrinas y no endocrinas) 

G. R. JAureGui and E. B. Det CastiLLo. Medicina 
(Medicina, Buenos Aires] 10, 77-94, April, 1950. 25 refs. 


The 11-oxycorticosteroids are corticosterone, dehydro- 
cor.icosterone, 17-hydroxycorticosterone, and 17-hydroxy- 
11-dehydrocorticosterone. They regulate the balance 
of sodium, potassium, chlorides, and water, the excretion 
of the sex hormones, and also carbohydrate, protein, 
and uric-acid metabolism. The excretion of glycogenic 
corticosteroids in the urine can be determined, and this 
paper deals with the quantities excreted in various normal 
and pathological conditions. 

The authors use Daughaday’s method, and regard 
0-4 to 1-2 mg. as the normal range of excretion over 
24 hours. Altogether 79 persons were studied, including 
10 normal individuals. The paper gives several tables 
with the various values obtained in different endocrine 
disorders. Cushing’s syndrome was associated with 
high excretion values, whereas values in cases of ordinary 
idiopathic hypertrichosis were within normal limits, 
except for 1 case. - The adrenogenital syndrome was 
usually associated with high values. Of 4 cases of 
Addison’s disease, 2 gave normal values, 1 an elevated 
value, and 1 a low value. In 2 cases of cranio- 
pharyngioma values were normal; out of 7 menopausal 
women 5 gave high values. Cases of ovarian insuffi- 
ciency were associated with either normal or elevated 
values. The highest value, 5-86 mg. in 24 hours, was 
found in a case of Cushing’s syndrome; it was also 
noticed that intercurrent infection in 2 cases of Cushing’s 
syndrome caused a fall in the total steroid excretion. 

Paul B. Woolley 


2074. Techniques for the Evaluation of Adrenal Cortical 
Function by the Use of Adrenocorticotrophin: A Review 
F. T. G. Prunty. Journal of Clinical Pathology {J. clin. 
Path.] 3, 87-105, May, 1950. 8 figs., bibliography. 


2075. 1 : 3-Butylene Glycol as a Solvent and Vehicle for 
Oestrogenic Substances. (1,3-Butanediol als Lésungs- 
mittel und Vehikel fiir oestrogene Substanzen) 

G. BorRMANN and A. Loeser. Archives Internationales 
de Pharmacodynamie et de Thérapie {Arch. int. Pharma- 
codyn.] 82, 306-308, 1950. 13 refs. 

The authors, working at the Pharmacological 
Institute of the University of Miinster, found that an 
aqueous mixture containing 85° of 1 : 3-butylene 
glycol is an effective solvent and vehicle for oestradiol 
benzoate, oestrone, and stilboestrol dipropionate as well 
as for progesterone, ethinyl oestradiol, and deoxycortone 
acetate. Thus dissolved, the oestrogens (1 mg. in 10 ml.) 
applied to the skin of the ovariectomized rat were 
sufficiently absorbed to produce signs of oestrus. 
Absorption occurred even if the hair was not clipped 
before application. The absorption of oestrogenic 
substances from a vehicle containing 83 to 87% of 
glycerin was much less and irregular. Derek R. Wood 
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2076. On the Topical Treatment with Penicillin and the 
Concomitant Hypersensitivity Reactions. [In English] 
C. HAGERMAN. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.] 30, 259-285, 1950. Biblio- 
graphy. 

The author states that in dermatological practice 
topical application of penicillin is in some ways better 
than systemic injection. This is particularly so as 
regards ambulatory treatment. 

The principal drawback to the local use of penicillin 
is the possibility of sensitization. As regards this 


there are varying opinions. ‘Some workers in America. 


report it in 10 to 20% of cases, while in some European 
series sensitization has occurred in less than 1°%. This 
discrepancy may be accounted for by various factors; 
for example, some patients may have been hypersensitive 
to the vehicle used, or the mode of application might have 
been unsuited to the cutaneous process to be treated. 

In the author’s opinion many of the local and systemic 
effects occurring after penicillin therapy are the result 
of previous sensitization by a dermatophyte, possibly due 
to the presence of allergenic fractions in the fungi present 
on the skin and in Penicillium notatum. 

Fungus infections appear to be commoner in the U.S.A. 
than in Europe, and this might in part explain the 
fact that reactions to penicillin have been more frequent 
in the U.S. This view is supported by the fact that the 
reactions noted have simulated mycotic infections. In 
the author’s opinion only a few of the recorded cases 
show true contact-type hypersensitivity. This is borne 
out by figures quoted by him of patients seen at Zurich 
during October-November, 1947. No case of hyper- 
sensitivity was seen in a series of 500 cases treated by 
local application of penicillin. 

The various methods of local application of penicillin 
are discussed, with their special indications. The 
importance is stressed of stability and satisfactory release 
of the penicillin in the case of ointments. 

H. S. Laird 


2077. Treatment of Trophic Ulcers of the Lower Limbs 


with Implants of Conserved Skin. (JleueHue Tpoduyec- 
KHX ASB KOHEYHOCTeH KOHCep- 
BHPOBaHHOH 

E. M. TARASENKO. [Klin. 
Med., Mosk.] 28, No. 1, 33-38, Jan., 1950. 


The author discusses Filatov’s theories on “ biological 
non-specific stimulants” in conserved autoplastic, 
homoplastic, or heteroplastic tissues. He investigated 
the therapeutic effect of tissue implants in 90 cases of 
trophic ulcer; 52 patients were treated in hospital, the 
others as out-patients. The tissues were conserved 
according to the method of Filatov and Krauze, only 
human and rabbit skin being used. The tissue was 
applied directly to the ulcer and fixed by 2 or 3 stitches 


or a pressure bandage. Ages of patients ranged from 
10 to 80. Most of the ulcers were over the tibiae, 
The trophic ulcers were mostly due to accidents or 
varicose veins. In 66 cases the ulcers had been present 
for from 6 months to 10 years, in 24 cases for over 
10 years. All cases had received treatment in other 
institutions without any effect. In 39 cases the ulcer was 
surrounded by a chronic eczema. Histologically, most 
ulcers showed necrosis and thrombophlebitis in the 
ulcer border; after several implants had been used this 
tissue was replaced by granulations. 

In 36 cases the implants became attached within the 
first 8 to 12 days and remained attached for about 30 days. 
After that the implant was usually shed and the ulcer was 
seen to be surrounded by an epithelial lining. In 54 cases 
the implants did not “‘ take ’’, because of a continuous pus 
discharge, but even then healing was more rapid than 
would have been expected. In 6 cases of long-standing 
ulcer (15 to 30 years) no improvement was achieved. 
The author estimates that healing was complete in 
65 cases, of which 10 relapsed within 6 months. 

N. Chatelain 


2078. The pH and the Flora of the Small Skin Folds. 
(El pH y la flora de los pequefios pliegues) 

M. P. MiGueEns. Actas Dermo-sifiliograficas (Act. 
dermo-sifiliogr., Madr.| 41, 607-632, April, 1950. 25 refs. 


In 50 cases the pH of skin and the bacterial and fungal 
flora of the interdigital folds were studied. The pH of 
skin in the spaces between the toes was lower in cases of 
dermatophytosis (5-9) than in the apparently healthy 
(6:1), and the lowest figures were found where dermato- 
phytosis existed without secondary streptococcal infection. 
In intertrigo due to blastomyces the pH values were closer 
to neutrality (6-0 to 7-0). Details are given of all cases. 

James Marshall 


2079. Clinical Features and Pathogenesis of Matchbox 
Dermatitis and its Relation to Allergy. (Beitrag zur 
Klinik und Pathogenese der Streichholzschachtel- 
dermatitis und deren Beziehungen zur Allergie) 

H. Martin. Dermatologische Wochenschrift (Derm. 
Wschr.] 121, 553-562, 1950. 14 refs. 


Matchbox dermatitis is usually localized to the front 
of one or both thighs in men, that is, the position of the 
trouser pockets. In protracted cases generalized 
dermatitis eventually results. In the summer of 1947 
a great number of such cases was seen by the author and 
the matchboxes responsible were traced to a factory in 
the Rhineland in which P,S, was used for the striking 
surface. This substance evaporates at a low temperature 
and the heat of the body is sufficient to liberate fumes. 
Once the patient is sensitized to P,S, even the small 
amounts liberated from matchboxes left in a room are 
sufficient to cause a flare-up of the dermatitis, affecting 
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particularly the face and eyelids. The primary skin 
reaction is purely toxic in nature and a simple removal 
of the noxious agent was sufficient in 80% to cure the 


condition. In the remaining 20% allergic cutaneous 


manifestations developed. G. W. Csonka 
2080. Keratodermia Palmaris et Plantaris 

B. Isaacs. Glasgow Medical Journal [Glasg. med. J.] 31, 
175-184, May, 1950. 3 figs., 24 refs. 


In this paper an account is given of three families in 
which certain individuals showed the diffuse form of 
palmar and plantar keratodermia (tylosis), and of one 
family in which the disseminate form of the malady was 
noted. The family trees of some of the patients are 
depicted. In the diffuse cases evidence is submitted that 
the condition is inherited as a pure autosomal dominant 
of high penetrance. The mode of inheritance of the 
disseminate form is dubious, but the possibility of 
recessive inheritance exists. 

The literature of the past 16 years is reviewed and the 
author criticizes adversely any tendency to classify the 
various Clinical manifestations of the malady into a large 
number of types (punctate, papular, nodular, and striate), 
preferring the view that only two distinct forms, 
the diffuse and the disseminate, should be recognized. 

R. M. B. MacKenna 


2081. Hemisporosis. (Zur Kenntnis der Hemisporose) 
D. JANKE. Archiv fiir Dermatologie und Syphilis [Arch. 
Derm. Syph., Wien] 190, 95-113, 1950. 12 figs., 35 refs. 


To the 20 known cases of hemisporosis a further case is 
added. This fungus infection of the skin is very similar 
in appearance to tuberculosis cutis. A 67-year-old 
farmer injured his thumb and 3 months later a papular 
lesion developed in the scar followed by ulceration. 
This process was repeated in adjacent areas, indolent 
ulcers persisting for years. Histologically, tuberculous 
tissue was thought to be present though no bacilli were 
seen. Thirteen years after the onset a culture for fungi 
grew Hemispora_ stellata. The complement-fixation 
reaction for this organism was positive. By this time the 
hand had to be amputated. In some of the sections the 
giant cells showed spore-like inclusions. In experiments 
with guinea-pig, mouse, and rabbit corneae, specific 
granulomata developed if the material was rubbed in. 
Similar results were obtained with intradermal, sub- 
cutaneous, or intraperitoneal application. When 
mixed cultures of Mycobacterium tuberculosis and 
Hemispora were subcutaneously injected into guinea-pigs 
antagonism to tuberculosis was demonstrable. This did 
not happen with other fungi so tested. 

G. W. Csonka 


2082. The Treatment of Skin-tuberculosis with Calciferol. 
{In English] 

M. Grzysowski and F. Miepzinski. Dermatologica 
(Dermatologica, Basel] 101, 1-16, 1950. 6 figs. 

Between December, 1946, and March, 1949, 1,040 
patients with tuberculosis of the skin were treated at the 
Dermatological Clinic of Warsaw University. Of these, 
350 are considered here, including 284 with lupus vulgaris. 


Calciferol was given by mouth in doses of 150,000 i.u. 
daily and a clinical cure was achieved in 70-5%—in 
68 patients after 6 months, in 51 after 9 months, and in 
128 patients after 12 months of treatment. Of the 
remaining 103 the condition appeared to be resistant 
in 2 cases, but the rest showed some improvement. 
Of the 247 patients considered cured, relapse occurred 
during the following 2 years in 15 cases, the relapse rate 
being lower in those patients who had been treated for 
one year. Of 270 patients with lupus of the skin 176 
(65-2%) were cured, of whom 11 suffered a relapse. 

Symptoms of toxicity occurred during treatment. 
In 270 patients (78%) there were no signs of intolerance 
or only such as required temporary interruption of 
treatment or reduction of the dose; in 75 patients 
(21-5%) toxic symptoms occurred requiring interruption 
of treatment for 10 to 20 days; and in 5 patients (1-5%) 
intoxication required long and frequent interruptions of 
treatment. Other complications of treatment were the 
appearance of “ tuberculosis lichenoides ”’ in 13 patients, 
**papulonecrotic tuberculosis’’ in 5, and “ atypical 
sarcoid-like nodules” in 3. ‘“* Foci of bone tuber- 
culosis’’ appeared in one patient and tuberculous 
epididymitis in another. 

Patients with papulo-necrotic tuberculosis (3), ery- 
thema induratum (15), and sarcoidosis (2) were also 
treated with calciferol, for the most part with success. 

S. T. Anning 


2083. Indurative Tuberculosis of the Skin Simulating 
Besnier-Boeck-Schaumann Disease. (Die  indurative 
Tuberkulose der Haut unter dem Bilde der Besnier- 
Boeck-Schaumannschen Erkrankung) 

R. Ricuter. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 190, 176-202, 1950. 6 figs., 
bibliography. 

A boy aged 9 was found to have some pulmonary 
infiltration after measles. Soon afterwards a tuberculous 
lesion of the knee-joint developed. Three months later 
skin lesions resembling those of psoriasis were seen on 
the whole body except the scalp. The Mantoux reaction 
was negative, but later conversion took place and with it 
the skin lesions changed to a more frankly lupus-like 
rash. Histologically, before Mantoux conversion, sarcoid 
was diagnosed; after.conversion the picture changed to 
lupus with caseating tubercles, in which tubercle bacilli 
could be demonstrated. Similar cases have been 
described in American negroes. The condition seems 
to lie between sarcoid and lupus vulgaris. The boy 
recovered under intensive calciferol therapy. 

G. W. Csonka 


2084. The Syndrome of Acute Lupus Erythematosus. 
(Das Syndrom des Erythematodes acutus) 

S. TAppemner. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 190, 143-175, 1950. 6 figs., 
40 refs. 


Acute lupus erythematosus is briefly described. The 
author believes that there is no need to separate it from 
the Libman-Sacks syndrome, as it is only a further stage 
of the same disease. Hormonal influence is suggested by 
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the fact that the disease is almost confined to women 
in the child-bearing period. Two cases are briefly 
described; both ended fatally in spite of penicillin and 
streptomycin therapy. This is taken as indirect evidence 
that allergy rather than infection is responsible for the 
disease. [There is little new in this article, and no 
mention of Selye’s work and its practical implications is 
made. G. W. Csonka 


2085. Cytochemical Changes of Acute Lupus Erythe- 
matosus 

P. KLemperer, B. Guert, S. L. Lee, C. LEUCHTENBERGER, 
and A. W. Po..uister. Archives of Pathology [Arch. 
Path.| 49, 503-516, May, 1950. 10 figs., 18 refs. 


2086. Urticaria’ Pigmentosa Haemorrhagica. [In 
English] 

G. AsBoe-HANSEN. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.) 30, 159-162, 1950. 1 fig., 
8 refs. 


2087. Failure of Chloramphenicol (Chloromycetin) in the 
Treatment of Three Cases of Lupus Erythematosus 
Disseminatus 

S. A. M. JoHNsoN, O. O. Meyer, J. W. Brown, and 
A. F. Rasmussen. Journal of Investigative Dermatology 
[/. invest. Derm.] 14, 305-307, May, 1950. 2 figs., 
2 refs. 


2088 Undecylenic Acid in Treatment of Psoriasis 

H.C. GotpperG. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 61, 661-662, April, 
1950. 2 refs. 


A report on 17 cases of psoriasis treated with unde- 
cylenic acid is presented, The method of administration 
and quantity of the drug administered is described. The 
author reports that no definite improvement of the 
condition of the nails, scalp, palms, soles, penis, or other 
skin areas was noted in comparison with a control group. 

G. B. Mitchell-Heggs 


2089. Chronic Benign Familial Pemphigus, a Probable 
Vesicular Variant of Keratosis Follicularis 

C. W. Finnerup and F. J. SZYMANSKI. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 61, 737-749, May, 1950. 7 figs., 5 refs. 


A male patient aged 40 years had typical dry lesions of 
Darier’s disease with classical clinical and histological 
features. He also had bullous lesions of benign pem- 
phigus with similar histological features. It is suggested 
that the so-called benign pemphigus is a variant of 
Darier’s disease. John T. Ingram 


2090. Patch Tests with Potassium Iodide in Pemphigus 
Foliaceus. (Positivité des patch tests’ a l’iodure de 
potassium dans le pemphigus foliacé) 

O. G. Costa. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 10, 272-275, May- 
June, 1950. 9 refs. 


Patch tests were applied in the usual manner for 
48 hours with potassium iodide in petroleum jelly at 


concentrations from 1% to 75%. Of 22 cases of pem- 
phigus foliaceus herpetiformis the test was positive in 13 
and negative in 9; in 4 cases of pure pemphigus foliaceus 
there were 2 positive and 2 negative results. Most of 
the positive reactions were to concentrations of 25°, 
and 50% and there were few positive reactions to lower 
dilutions. Some patients also gave positive reactions in 
tests with potassium bromide and potassium chloride. 
James Marshall 


2091. On a Peculiar Atrophy of the Skig in Cushing’s 
Syndrome. [In English] 

J. W. H. Dermatologica | Dermatologica, Basel} 
101, 33-36, 1950. 2 figs., 7 refs. 


A description is given of 2 patients thought to be 
suffering from Cushing’s syndrome. The first, a man 
aged 23, bruised readily, with adiposity of the face, neck, 
and trunk, small genitalia, hypertension, and increased 
hair on the chest. Striae atrophicae were present. The 
skin of the legs showed atrophy, wrinkling, and pigmenta- 
tion, with some scarring. These changes, together with 
headache, apathy, dizziness, and polydipsia had followed 
a motor-cycle accident 3 years previously. The second 
patient, a woman aged 37, had adiposity of the neck and 
trunk and hirsuties. The skin of the legs showed 
atrophy, with a leaden-grey colour and some scars on the 
ankles. Menstruation was normal and there was no 
polydipsia. [The presence of hypertension, striae and 
other changes suggestive of Cushing’s syndrome are not 
mentioned.] The histology of the skin of the legs in 
each case, with vascular changes and connective-tissue 
atrophy, is described and the aetiology of the changes is 
discussed. [A convincing case is not presented for the 
diagnosis of Cushing's syndrome in the second patient.] 

S. T. Anning 


2092. ‘* White Spot Disease ’’. Relationship between 
Lichen Sclerosus et Atrophicus, Guttate Scleroderma, and 
Other Allied Affections. (‘* White spot disease. Rela- 
ciones entre el liquen escleroso y atrofico, la esclero- 
dermia en gotas y otras afecciones proximas) 

A. VipAL. Actas Dermo-sifiliograficas |Act. 
dermo-sifiliogr., Madr.] 41, 656-667, April, 1950. 6 figs., 
bibliography. 


The author believes that the term ** white spot disease ’ 
should be used for a variety of lichen sclerosus et atro- 
phicus, and that this condition is not directly related to 
scleroderma. The term guttate morphoea should be 
reserved for localized scleroderma. The clinical and 
histological points in differential diagnosis are tabulated. 
In the former condition the surface of the lesions is 
cicatricial, the epidermis can be folded by use of forceps, 
induration is slight, the contours are irregular, and 
scraping yields a fine scurf. In guttate morphoea the 
surface is smooth, the epidermis cannot be folded, 
the base is infiltrated, the contours are regular, and the 
epidermis cannot be scraped off. James Marshall 


2093. Hyperkeratosis 
tosis Ichthyosiformis) 
F. KoGos. Acta Dermato-Venereologica [Acta derm.- 
venereol.] 30, 206-219, 1950. 2 figs., bibliography. 


Ichthyosiformis. (Hyperkera- 
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2094. The Alexin Fixation Reaction in Hypertonic 
Saline (a New Method for the Serodiagnosis of Syphilis). 
(La réaction de fixation de l’alexine aux concentrations 
hypertoniques de NaCl (nouvelle méthode de sérodiag- 
nostic de la syphilis) ) 

F. MiLGRoM and A. BEKIERKUNST. Revue d’Immuno- 
logie et de Thérapie Antimicrobienne [Rev. Immunol.} 
14, 137-160, 1950. 3 figs., bibliography. 


The authors investigated the advantages of carrying 
out the Wassermann reaction in hypertonic sodium 
chloride solutions. Their detailed experiments lead them 
to the following main conclusions: (1) The use of 
hypertonic conditions during the first phase of the 
reaction, that is, before adding the haemolytic system, 
does not eliminate anticomplementary and non-specific 
positive reactions. (2) Under hypertonic conditions the 
fixation of complement is to some extent inhibited. By 
using a greater dose of complement, complement fixation 
can be obtained in quantities equal to those in isotonic 
conditions. (3) By use of a 1-45°% concentration of 
sodium chloride in the first and second phases of the 
reaction non-specific positive reactions can be com- 
pletely, and anticomplementary reactions can be almost 
completely, eliminated. (4) The reaction in hypertonic 
conditions was more sensitive than in isotonic ones in 
105 sera from. patients with syphilis. For statistical 
reasons it is necessary to enlarge this investigation before 
drawing any final conclusions. (5) The increased sensi- 
tivity of the hypertonic reaction is particularly marked in 
cases of primary syphilis. (6) Additional investigations 
are required before the hypertonic Wassermann reaction 
can be used for routine purposes. 

[Technical details should be read in the original article.] 

K. S. Zinnemann 


2095. Penicillin Treatment of Patients with Cardio- 
vascular Syphilis in Congestive Failure ‘ 

J. EDEIKEN, W. T. Forp, M. S. and J. H. SToKEs. 
Circulation [Circulation] 1, 1355-1361, June, 1950. 
refs. 


The treatment of 12 patients with cardiovascular 
syphilis who were in congestive cardiac failure is dis- 
cussed. All patients were made to rest in bed and were 
given digitalis, a low-salt diet, and mercurial diuretics. 
In addition penicillin treatment was started immediately 
and the dosage increased to the full within 3 days at the 
latest. Total dosage varied between 4,800,000 and 
9,600,000 units over a period of 12 to 15 days. In no 
Case Was any evidence of therapeutic shock discovered on 
clinical examination or by electrocardiography. In 
2 cases a slight rise of temperature was noted, but this 
did not interfere with the treatment. 

Surveillance was maintained for over 6 months in 
9 cases. Two of the patients died within 3 months of 
leaving hospital. Three patients had had no previous 
treatment; the remainder had received a varying amount 
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of arsenical or bismuth therapy. The authors consider 
that penicillin therapy, in addition to causing no myo- 
cardial disturbance, actually aided recovery. 

V. E. Lloyd 


2096. The Effect of Subcurative Penicillin Therapy upon 
the Rate of Development of Acquired Immunity in Experi- 
mental Syphilis 

H. J. MAGNusoNn, F. A. THOMPSON, and B. J. ROSENAU. 
American Journal of Syphilis, Gonorrhea, and Venereal 
Diseases [Amer. J. Syph.| 34, 219-226, May, 1950. 
2 figs., 7 refs. 


Since the introduction of rapid penicillin treatments for 
syphilis there has been a higher incidence of reinfection 
following therapy; there are two possible hypotheses to 
explain this. The first is the possibility that the patients 
are now being cured more rapidly and are returning to 
the same sexual environment where originally infected, 
while under the older treatments with arsenic and 
bismuth they were kept under observation for a year and 
a half. The second is that there is a difference in the 
acquisition of immunity under the two methods of 
treatment. This presupposes that the development of 
immunity under the old system was not terminated 
immediately the patient began treatment (as in the case of 
treatment with penicillin), but that some immunity 
continued to be built up. Attempts were therefore made 
to discover whether a treated but uncured infection could 
produce demonstrable degrees of immunity in experi- 
mental animals, and to compare this immunity with that 
produced by the unaltered infection. 

Male rabbits were inoculated into a single testis with 
ten million Treponema pallidum (Nichols strain). The 
initial infection was confirmed by aspiration of the testis. 
Subcurative treatment with penicillin was administered 
3 weeks after the initial inoculation and repeated at 
6 and 9 weeks (given as a single injection of 2,000 units 
of penicillin G in oil-beeswax per kg.). After the 
initial injection the orchitis rapidly subsided and no 
T. pallidum could be detected thereafter. Twelve weeks 
after inoculation a final curative dose of 16,000 units 
of penicillin in oil-beeswax was given for 4 days to a total 
of 64,000 units per kg. Six weeks after this treatment 
the immunity was challenged by again inoculating the 
same testis. The rabbits were then observed twice 
weekly for 3 months and the presence during this time 
of dark-field—positive lesions was considered as evidence 
of symptomatic reinfection. Node transfer was per- 
formed at the end of 3 months to see whether the animal 
could be considered as asymptomatically infected or as 
immune. 

A comparison was made with another group of 
syphilitic rabbits treated with 64,000 units of penicillin 
per kg. over 4 days at 3, 6, and 12 weeks after inoculation 
by similarly challenging the immunity after 6 weeks. 
Results indicate that additional acquired immunity may 
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develop during the subcurative treatment, and the rate 
of its development is estimated at one-sixth of that of the 
untreated infection. It is considered possible, therefore, 
that some significant additional immunity may have been 
obtained with the older schedules in man. 

R. R. Willcox 


2097. Damage to the Nervous System in the Treatment of 
Early Syphilis. (Schiden am Nervensystem bei der 
Behandlung der Friihlues) 

K. H. PARNITZKE and W. DOHNER. Deutsche Medizi- 
nische Wochenschrift [Dtsch. med. Wschr.] 75, 262-267, 
Feb. 24, 1950. 21 refs. 


The authors have recently noted a great increase in the 
incidence of neurological complications during the 
arsenical treatment of early syphilis in Halle. The order 
of frequency is polyneuritis, encephalitis, and myelitis. 
A similar increase in incidence of polyneuritis is reported 
from other clinics using arsenic. Females are about 
three times as frequently affected. There is no correla- 
tion with arsenical dosage or frequency of administration. 
Whether the complications arise on a toxic or allergic 
basis is undecided. 

[This is yet another reason why arsenic should be 
abandoned in the treatment of syphilis in favour of the 
less toxic and more efficient penicillin.] G. W. Csonka 


2098. Treatment ef Syphilis During Pregnancy 
W. V. MACFarLAne. Lancet [Lancet] 1, 1069-1071, 
June 10, 1950. 9 refs. 


The author reports the outcome as regards the foetuses 
born to 300 women who had antenatal treatment for 
syphilis. The patients were drawn from rural, urban, 
heavy industrial, and seaport areas of Northumberland 
and Durham and from the cities of Newcastle upon 
Tyne and Gateshead. The tenfold increase in incidence 
of contagious syphilis which occurred in the women of 
child-bearing age in this area during the recent war led 
to the routine serological testing of all women attending 
the antenatal clinics. Between 1944 and 1949, 71,645 
such tests were performed and 515 women with 
a positive reaction were referred to the author’s clinic. 
Of 398 who attended, the diagnosis was confirmed in 
336, and 205 of these were treated at the clinic 
Through other channels 95 additional patients reached 
the clinic and, of the total of 300 expectant mothers, 
132 (44%) suffered from primary or secondary syphilis, 
7 (2%) had clinical evidence of late syphilis, and 39 (13%) 
had congenital syphilis; in the remaining 122 (41%) 
infection was latent. 

The 13 weeks’ treatment schedule comprised 11 intra- 
venous injections of arsenic (‘‘ novarsenobillon”’ or 
** stabilarsan ”’), total 4-65 g., and 13 injections each of 
0-2 g. bismuth oxychloride. In addition, all the patients 
received a course of penicillin and, irrespective of the 
frequency of administration and the type of preparation 
used, a total of 2,400,000 to 3,000,000 units was given to 
patients with serum-negative primary syphilis and a dose 
of 4,000,000 units to all the others. From July, 1948, 
two or more such courses, known as P.A.B. units, were 


given to all patients in an attempt to reduce sero-clinical 
relapse. As far as possible the patients were admitted 
to hospital for penicillin treatment, because this action: 
(1) ensured that the full course of penicillin was received; 
(2) helped to gain the patient’s future co-operation; 
(3) provided rest for the mother; (4) overcame diffi- 
culties of distance and lack of transport. As the P.A.B. 
unit schedule required 13 weeks to complete, 33 mothers 
received before delivery only a full course of penicillin, 
plus a varying fraction of the dose of heavy metals. 
Satisfactory results were obtained irrespective of the 
stage of maternal infection in patients receiving penicillin 
plus at least one-quarter of the course of arsenic and 
bismuth. There was no case of congenital syphilis. 


TABLE I 


Outcome of Pregnancy in 300 Women who Received 
at Least | P.+-}4 A.B. 


| 
& 
1213 
Type of 
Syphilis = a ia | 
3 2 
Contagious .. 3 5s | 112 | 3 3 132 
Early latent .. 1 — 58 | 1 — 4 64 
Late latent 1 4 50 1 1 1 58 
Congenital 1 36 | — 2 39 
Total ..| 5 | 10 | 21 | § | 5 14* 300 


* “3 infants born full-term alive and apparently well but the 
mothers refuse to have them tested. 11 mothers left the district ’’. 


TABLE II 
Outcome of Pregnancy in Infected and Healthy Women 


| 
| § = 
| Sis ie 
| £ | | > 
| 
2 
| 2 
Previous pregnancies in 202 | 
women in present series* 
(untreated) 279 | 70-:2¢ | 9-5 | 6-4 | 2:1 | 6-4 | 5-4 
Current pregnancies * 
(treated) .. 286 | 91-1 | 1-8) 3-5) — 1-8) 18 
Control group: 
1945 ae 4,836; — | —|2°8 | — 40 
1946 28 — |2-4| 41 
1947 6,449, — | 
1948 5,373 | | — | 28) — 21/39 


* Excludes those where current pregnancy outcome is unknown. 
t Only 73% of these were examined since in the remainder co-opera- 
tion was not forthcoming. 


The author discusses some pitfalls in the diagnosis of 
early infantile syphilis with particular reference to sero- 
logical tests and radiological appearances of the long 
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bones [greater emphasis could usefully have been given 
to the value of quantitative tests in such cases]. He 
also recognizes the dangers attendant on neoarsphen- 
amine treatment but suggests that all syphilitic pregnant 
women should have a full course of arsenic and bismuth 
as well as penicillin. [It is possible that, since writing 
this paper, the author has accepted the modern view that 
penicillin and bismuth are adequate and that arsphen- 
amines should be avoided, especially in pregnant women.] 
S. M. Laird 


2099. Untreated Syphilis in the Male Negro. Observa- 
tions of Abnormalities over Sixteen Years 

P. J. PesarE, T. J. BAUER, and G. A. GLEESON. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 34, 201-213, May, 1950. 6 figs., 
3 refs. 


This paper is the fourth of a series of reports on a study 
of acquired syphilis in the male negro in Macon County, 
Alabama, and is made after 16 years’ observation. In 
the winters of 1931-2 and 1932-3, 410 syphilitics and 201 
controls were clinically and serologically examined. 
In 1938-9, 140 untreated syphilitics and 156 of the 
controls were again examined, the syphilitics who had 
received treatment in the meantime being excluded. In 
1948 some 155 individuals who could be located were 
examined for the third time. In the same year 140 of the 
persons included in the study died and necropsies were 
obtained in 98 cases. 

Characteristics were divided into three groups: (a) 
deaths from any cause; (6) abnormal conditions of the 
heart and aorta; (c) abnormal conditions not involving 
the heart and the aorta. All abnormalities, whether 
potentially syphilitic or not, were taken into account. 
At the time of the first examination 47-2% of the untreated 
syphilitics and 26-1°% of the controls had abnormalities. 
At the time of the nied examination, when deaths had 
been added, the figure was 52-7°% for the syphilitics and 
37-3% for the controls. At the time of the third examina- 
tion the figures had risen to 89-1°% for the syphilitics and 
61-1°% for the controls. All of these differences between 
the two groups were considered significant. 

In those individuals who were 25 to 54 years of age at 
the time of the first examination a greater number of 
potentially disabling conditions was observed among the 
untreated syphilitics at each of the three physical examina- 
tions. Among persons 55 years of age and over when 
first examined there were no significant differences 
between the two groups. R. R. Willcox 


See also Section Pharmacology and Therapeutics, 
Abstract 1851. 


2100. Chloromycetin in the Therapy of Granuloma 
Inguinale 

R. B. GREENBLATT, V. S. WAMMOCK, R. B. DIENST, 
and R. M. West. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec.] 59, 1129-1133, 
May, 1950. 2 figs., 2 refs. 


The authors report the treatment of cases of granuloma 
inguinale occurring in Georgia. Penicillin, tyrothricin, 


and bacitracin have proved ineffective but good results 
have been obtained with streptomycin, aureomycin and 
chloramphenicol chloromycetin ”’). 

Of 142 women patients treated with streptomycin 
86-6% were cured after one course of 20 g. given intra- 
muscularly in 1-g. doses every 6 hours for 5 days; 14 of 
the 19 failures responded successfully to a second course 
of treatment. The disadvantage of streptomycin is the 
need for stay in hospital. A series of 46 patients was 
treated with aureomycin orally in a dosage of 500 mg. 
every 6 hours for 10 to 15 days, to a total of 20 to 30 g. 
The only 2 relapses responded to a second course. The 
disadvantages of aureomycin are the toxic reactions, such 
as nausea, vomiting, and diarrhoea. Aureomycin given 
intramuscularly, 250 mg. 4-hourly up to 1,500 mg., was 
ineffective. 

Chloramphenicol has the advantages that it is not toxic 
and that it can be used for out-patients. The authors 
have used it for 23 patients. Donovan bodies dis- 
appeared from the lesions more rapidly than with the 
previous drugs and the only two relapses responded to a 
second course. The dosage given was 500 mg. every 
6 hours for 10 to 20 days to a total of 20 g., this amount 
being raised to 50 to 70 g. in the case of extensive lesions 
or slow healing. Elaine M. Sunderland 


2101. Terramycin in the Treatment of Venereal Disease. 
A Preliminary Report 

F. D. Henpricks, A. B. Greaves, S. OLANSKY, S. R. 
TaGGartT, C. N. Lewis, G. S. LANDMAN, G. R. MAc- 
DonALD, and H. Wetcu. Journal of the American 
Medical Association Amer. med. Ass.) 143, 4-5, 
May 6, 1950. 3 refs. 


Terramycin was used in the treatment of 81 cases of 
venereal disease (73 of gonorrhoea, 6 of syphilis, and 2 of 
granuloma inguinale). When 1 to 2 g. of terramycin 
hydrochloride was given in 2 divided doses at 6-hour 
intervals in cases of acute gonorrhoea a cure-rate of 
80 to 100% was obtained; with other dosage schedules 
the results were disappointing. Six patients, 3 with 
primary and 3 with secondary syphilis, all with dark- 
field-positive lesions, were given terramycin in doses of 
60 mg. per kg. body weight daily for 8 days; no spiro- 
chaetes were seen after 24 to 48 hours. Serological 
reactions became negative after one month in the 3 cases 
in which the tests were performed. Two patients with 
granuloma inguinale were given similar doses of terra- 
mycin for 12 days and in both cases Donovan bodies had 
disappeared from the lesion by the 3rd day. Only in 
6 of the 81 patients did mild toxic reactions occur. 

A. W. H. Foxell 


2102. Newer Antibiotics in the Treatment of Venereal 
Diseases 

R. C. V. RosBinson. American Journal of Syphilis, 
Gonorrhea, and Venereal Diseases {[Amer. J. S Syph.] 34, 
273-288, May, 1950. 45 refs. 


2103. A Case of Gonorrhoea with Complete Epispadias. 
(Ein Fall von GonorrhGe bei totaler Epispadie) 

P. GULDNER. Dermatologische Wochenschrift [Derm. 
Wschr.] 121, 587-589, 1950. 2 figs. 


Genito-urinary Disorders 


2104 (a). The Use of an Artificial Kidney. I. Technique 
J. P. MERRILL, G. W. THORN, C. W. WALTER, E. J. 
CALLAHAN, and L. H. Smitx. Journal of Clinical 
Investigation [J. clin. Invest.] 29, 412-424, April, 1950. 
1 fig., 34 refs. 


Modifications in construction and technical detail of 
the Kolff artificial kidney are described. The dosage of 
heparin required to prevent coagulation is reduced to a 
minimum by using vinyl tubing throughout, and all the 
glass in contact with blood is coated with silicone. In 
practice haemolysis is negligible, which is attributed 
in part to the prevention of clotting and in part to careful 
regulation of the osmotic activity of the bath fluid, 
which is made up to be slightly hypertonic to the patient’s 
serum as calculated from the degree of melting-point 
depression of the serum (a simple method for the estima- 
tion of which is described). To prevent precipitation of 
the calcium in solution the bath fluid is saturated with 
carbon dioxide, thus lowering the pH. 

Many patients with uraemia are either in congestive 
failure or show evidence of left ventricular strain, and it is 
of the utmost importance that cardiovascular dynamics 
should not be upset by the manceuvre of dialysis. In 
order to control the balance of flow of blood from the 
arterial cannula and back into a vein more accurately 
than in the original Kolff technique, the system is open 
on the venous side. The venous return comes from a 
reservoir and any changes in the level of blood in this are 
taken to indicate an imbalance of arterial and venous 
flow. [The dead space of the “ cellophane ” tubing is, 
however, not controlled as, for example, in the Alwall 
kidney (Acta med. scand., 1947, 128, 317), and it must still 
be possible for the arterial flow to be at least temporarily 
greater than the venous return. As the dead space of 
the cellophane tubing amounts to many litres this is a 
grave potential danger.] A. M. Joekes 


2104 (bd). 
Experience 
J. P. Merritt, S. Smiru, E. J. CALLAHAN, and G. W. 
THORN. Journal of Clinical Investigation [J. clin. Invest.] 
29, 425-438, April, 1950. 6 figs., 32 refs. 


The technical modifications of the Kolff artificial 
kidney described elsewhere (see Abstract 2104 (a) ) 
were evolved during the treatment by dialysis on 60 
occasions of 43 patients with renal failure of widely varied 
aetiology. Of 14 patients in whom the renal lesion was 
such that the kidney might be expected to recover, 9 sur- 
vived with return to fairly normal renal function. 
{Insufficient clinical and biochemical details are given 
in this short paper to allow any conclusion to be drawn 
about the effect of dialysis, either favourable or adverse, 
on the course of these patients’ illness. Of the 5 patients 
dying with reversible renal damage, in 3 cases it is 
certainly not possible to exclude the possibility that 


The Use of an Artificial Kidney. II. Clinical 


dialysis contributed to the fatal termination.] The 
indications for dialysis in the treatment of patients with 
recoverable renal lesions are not clearly defined, but 
potassium intoxication or pulmonary oedema is thought 
to require active, as opposed to conservative, treatment, 
The elimination of potassium or water can be obtained by 
adjusting the composition of the bath fluid. 

In a high proportion of cases in which dialysis lasted 
more than 3 hours there was a rise in blood pressure, 
both systolic and diastolic, of the order of 35%. This 
hypertensive response could be diminished by reducing 
the rate of blood flow through the artificial kidney and 
by the intramuscular injection of “ veratrone”. The 
cardiac output is not increased during the period of 
hypertension and it is concluded that the latter is due toa 
generalized vasoconstriction. 

Two patients suffering from conditions other than 
uraemia were treated by dialysis, one having subacute 
yellow atrophy of the liver and the other severe gout. 
In neither instance was any benefit obtained from 
dialysis. A. M. Joekes 


2105. Action of Vitamin E in Acute Glomerulonephritis. 
(Accion de la vitamina E en la glomerulonefritis aguda) 
M. SANCHEZ MEDINA. Sémana Medica [Sém. med.] 
57, 944-946, June 1, 1950. 3 refs. 


This paper deals with 3 cases of glomerulonephritis 
treated with synthetic vitamin E. The diets given were 
related to the excretory function of the kidney; the 
patients also received antibiotics. The first patient had a 
typical acute glomerulonephritis and during the 36 hours 
following admission she received 600 mg. of vitamin E 
intramuscularly; 200 mg. was then given each day and 
the urinary output gradually increased. The second 
patient, a girl aged 7, who had cystitis complicating the 
nephritis, was given streptomycin and penicillin; she 
also received daily doses of 200 mg. of vitamin E and there 
was a gradual improvement in the Addis count. The 
third case was in a man of 54 years with chronic 
glomerulonephritis. He had marked oedema, headache, 
and complete anuria. He was given the usual doses of 
vitamin E and the condition gradually improved. The 
effects of the vitamin were gauged by the general medical 
condition, the diuresis following administration, and the 
improvement in Addis count. No untoward effects were 
noted. Paul B. Woolley 


2106. Three Further Cases of ‘* Post-abortion ’’ Anuria 
Cured by Exsanguination Transfusion. (A propos de 
trois nouvelles observations d’anurie “ post abortum” 
guérie par exsanguino-transfusions) 

M. VALLERY-RaApoT, P. C. Larocue, and C. 
PoLonovski. Bulletins et Mémoires de la Société Médi- 
cale des Hépitaux de Paris (Bull. Soc. méd. Hép. Paris) 
66, 454-467, 1950. 3 figs., 9 refs. 
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2107 (a). Pulmonary Hypertrophic Osteo-arthropathy 
and Deformities of the Extremities Due to Intrathoracic 


- Disease. Anatomical, Clinical, and Evolutional Aspects 


with Reference to 25 Cases. (L’ostéo-arthropathie 
hypertrophiante pneumique et les dysacromeélies d’origine 
thoracique. Aspects anatomo-cliniques et évolutifs (a 
propos de 25 cas) 

M. BariETy and C. Coury. Semaine des Hépitaux de 
Paris [Sem. Hép. Paris) 26, 1681-1708, May 14, 1950. 
17 figs. 


2107 (b). A Study of the Interrelationship and Patho- 
genesis of Clubbing of the Fingers and Pulmonary Hyper- 
trophic Osteo-arthropathy. (Essai sur les rapports et la 
pathogénie de lhippocratisme digital et de Tlostéo- 
arthropathie hypertrophiante pneumique) 

M. BartéEty and C. Coury. Semaine des Hoépitaux de 
Paris [Sem. Hép. Paris) 26, 1709-1719, May 14, 1950. 
4 figs. 


2107 (c) The Treatment of Deformities of the Extremities 
Due to Intrathoracic Disease. (Le traitement des dysa- 
cromélies d’origine thoracique) 

M. BariéTy and C. Coury. Semaine des Hépitaux de 
Paris [Sem. Hop. Paris] 26, 1719-1726, May 14, 1950. 
4 figs., bibliography. 


These three papers together form a careful and well- 
documented study of hypertrophic pulmonary osteo- 
arthropathy, based on a survey of the literature and on 
researches on a number of personal cases, which includes 
25 fully-developed examples of the syndrome. 

Considerable attention is paid to the question of the 
relation between clubbing of the fingers and the com- 
plete syndrome. The authors conclude that the two 
conditions are identical, the latter being merely a more 
advanced stage than the former, as all stages in between 
can be recognized if searched for carefully. [This view 
of the clinical identity of finger-clubbing and hyper- 
trophic pulmonary osteo-arthropathy is generally 
accepted in Britain, but is still a source of considerable 
dispute in France.] 

The clinical, radiological, biochemical, and patho- 
logical changes associated with the disorder are discussed 
in great detail. Certain points seem to stand out. One 
is that the fully-developed syndrome is seldom found 
except in association with tumours of the lung, though 
clubbing is associated with a much wider range of causes. 
Another is the not infrequent association of the charac- 
teristic limb changes with ‘“* acromegaloid ** changes in 
the face and skull. Another point the authors stress is 
the frequency of neuropathic changes in the affected 
limbs-—warmth of the skin, venous dilatation, altera- 
tions of sweating, paraesthesiae, hyperaesthesia, and 
altered pigmentation. 

From these and other observations the authors suggest 
that hypertrophic pulmonary osteo-arthropathy is due 
to interference with the autonomic nervous system. 
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They further suggest that the frequency of its asséciation 
with lung tumours, particularly those arising near the 
hilum of the lung, can perhaps be explained by the rich 
network of autonomic nerves in that situation. The 
many points against this theory are frankly discussed 
and, in order to deal with some of them, the authors 
further postulate that another factor, namely, a con- 
stitutional tendency towards hyperpituitarism, is con- 
cerned. In other words, the syndrome in its mildest © 
form (clubbing) may develop whenever there is con- 
siderable interference with the autonomic nerves, but it 
is only likely to become severe when there is a constitu- 
tional tendency towards acromegaly. 

Finally, treatment is discussed. The authors empha- 
size that only cure of the causative pulmonary (or other) 
lesion will lead to complete disappearance of the osteo- 
arthropathy. They have found, however, that in one 
or two inoperable cases relief of the osteo-arthropathy 
followed the administration of synthetic oestrogens. 
They suggest that this line of treatment is worth further 
study. 

[This is an excellent and thoughtful series of papers 
on a perennially baffling disorder. The authors’ views 
on aetiology are interesting, though their hypothesis of 
an “‘acromegalic tendency” is open to attack from 
many points. But, as regards the ‘“ neuropathic” 
theory of causation, they might have made the point that 
other workers have reached similar conclusions about 
the aetiology of the peripheral neuritis sometimes seen 
in association with lung cancer (see Wyburn-Mason, 
Lancet, 1948, 1, 203).] John R. Forbes 


2108. The Pathogenesis and Causal Therapy of 
Myoidema. (Sulla patogenesi e sulla terapia causale del 
miodema) 
U. Butrurinit and U. ArpbuINi. Giornale di Clinica 
Medica [G. Clin. med.} 31, 523-536, May, 1950. 31 refs. 
The muscles contain 95°%% of the total creatine content 
of the body in the form of phosphagen, creatine thus 
playing an important part in the process of muscular 
contraction, during which it is converted into creatinine, 
which appears in the urine. There is evidence that 
creatine is formed as a result of carbohydrate oxidation 
and that an adequate supply of glycogen to the muscles is 
therefore essential. Furthermore, vitamin E plays an 
indispensable part in the formation of muscle glycogen. 
It follows that interference in any of these processes, 
such as is found in the myopathies and in debilitating 
conditions associated with cachexia, anaemia, and 
malnutrition, should lead to an altered creatine—creatinine 
balance, with a rise in blood and urine content-of creatine. 
On the basis of this hypothesis the authors have treated 
10 patients suffering from debility as the result of various 
conditions—thyrotoxicosis, pulmonary _ tuberculosis, 
diabetes—associated with creatinuria and myoidema. 
(Myoidema is a localized swelling of muscle produced by 
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percussion and is always accompanied by an excessive 
excretion of creatine.) Half the patients were given 
vitamin E in doses of 30 mg. daily and the other half 
were given insulin and glucose; in every case there was 
a marked fall in both blood and urine creatine content, 
which approached normal levels. Blood and urine 
creatinine levels remained unaltered and in those patients 
who showed no improvement in their general condition 
myoidema reappeared after stopping treatment. The 
authors conclude that both myoidema and creatinuria 
indicate a poor state of muscle nutrition in which an 
adequate supply of glycogen is lacking. A. Paton 


RHEUMATOID ARTHRITIS 


2109. Attempts to Reproduce the Effects of ACTH or of 
Compound E in Rheumatoid Arthritis by Means of Other 
Hormones and Steroids. [In English] 

G. Nystr6m. Acta Endocrinologica [Acta endocrinol., 
Kbh.) 4, 240-244, 1950. 5 refs. 


The patients in the series described included 32 
suffering from rheumatoid arthritis and 2 suffering from 
ankylosing spondylitis; there were equal numbers of 
men and women. Testosterone (100 mg. a day for 
30 days in one case and 200 to 300 mg. a day for 
10 days in another) improved the general condition and 
increased the appetite, causing a gain in weight of 10 kg. 
in one of the 2 cases thus treated. It had no effect on 
pain.or on the joint condition, and the erythrocyte sedi- 
mentation rate (E.S.R.) and the number of circulating 
eosinophils were unaffected. Progesterone (200 mg. a 


day for 10 to 30 days, in combination with | to 3 mg. of 
ascorbic acid given intravenously in 2 cases) had no 


clinical effect on 4 male patients. The body temperature 
rose slightly, as did the E.S.R. and eosinophil count. 
Uric-acid excretion increased and the histaminolytic 
activity of the blood decreased. In these respects, 
therefore, progesterone had effects opposite to those of 
cortisone (compound E). The patients showed an 
increase in libido and in hair growth during treatment. 
Pregneninolone [anhydrohydroxyprogesterone] (100 mg. 
a day for 7 days) was administered in one case and 
exacerbated the joint symptoms. Pregnenolone (200 mg. 
a day for 5 days) was also given in one case only, and had 
a good analgesic effect. Combinations of testosterone, 
progesterone, and deoxycortone acetate, and of testo- 
sterone, progesterone, oestradiol monobenzoate, and 
deoxycortone acetate were tried in 2 cases without 
success. 

A combination of deoxycortone acetate (5 to 100 mg.) 
and ascorbic acid (1 to 3 mg.) was tried in 17 cases, in only 
3 of which was there relief of pain and improved power of 
movement. Adrenaline (0-3 mg. subcutaneously four 
times daily for 5 to 12 days) was given to 3 patients 
without effect. Hexoestrol (15 mg. daily) was given to 
one male patient and resulted in exacerbation of joint 
symptoms, rise in temperature, and increase in uric-acid 
excretion. In 2 male patients with ankylosing spondy- 
litis the subcutaneous implantation of small pieces of 
placenta was followed by definite improvement in the 
general condition together with a transitory rise in the 
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17-ketosteroid excretion in one case, but had no effect 
in the other. G. I. M. Swyer 


2110. Biochemical and Clinical Studies in Rheumatoid 
Arthritis during Administration of Adrenocorticotrophic 
Hormone (ACTH). A Preliminary Report. [In English.] 
E. JONSSON, K. BERGLUND, E. Y. HAKANSON, 
N. G. HAVERMARK, and H. LAuRELL. Acta Endocrino- 
logica [Acta endocrinol., Kbh.] 4, 229-239, 1950. 7 figs., 
19 refs. 


This paper consists of a brief report, chiefly in diagram- 
matic form, of the more interesting laboratory findings 
during the administration of pituitary adrenocortico- 
trophin (ACTH) to 2 women, aged 53 and 72 years 
respectively, suffering from rheumatoid arthritis. It was 
found that to obtain a full clinical effect it was necessary 
to depress the number of circulating eosinophils below 
50 per c.mm., for which purpose a daily dose of 25 mg. 
or more of ACTH had to be administered. This resulted 
in an increase in the total leucocyte count, fasting blood 
sugar level, urinary 17-ketosteroid excretion, and blood 
pressure. The anaemia showed a small improvement, the 
electrophoretic pattern of the plasma (previously typical 
of active rheumatoid arthritis with hypoalbuminaemia 
and increased total protein, « and y globulin, and 
fibrinogen content) returned to normal, and the erythro- 
cyte sedimentation rate and antistaphylolysin and 
streptococcus-agglutination titres (all previously raised) 
fell. The histaminolytic action and level of non-specific 
hyaluronidase inhibitor in the blood were reduced and the 
hexosamine content of the serum also fell during treat- 
ment. All these changes were reversed after cessation of 
treatment. 

The weight of the patients was found initially to rise 
sharply by about 2 kg. (thought to be due to contamina- 
tion of the ACTH preparation with antidiuretic hormone 
of the posterior lobe of the pituitary gland), only to fall 
between the seventh and tenth days of treatment and to 
rise again thereafter. An abrupt fall in weight followed 
the cessation of the treatment. One of the patients had 
two attacks of gall-stone colic during the period of 
treatment, as a possible explanation of which the sugges- 
tion is made that ACTH causes an increase in muscle 
tone in the bile ducts as well as in the arteries (as indicated 
by hypertension). G. I. M. Swyer 


2111. A.C.T.H. in Rheumatoid Arthritis Compared with 
Intramuscular Adrenaline and with Deoxycortone and 
Ascorbic Acid 

E. Dresner, L. G. C. PuGu, and J. B. Witp. Lancet 
[Lancet] 1, 1149-1153, June 24, 1950. 5 figs., 19 refs. 


A severe and typical case of rheumatoid arthritis 
received three forms of therapy with adequate control 
periods. The object was to compare the response to 
adrenocorticotrophin (ACTH) with those obtained 
with adrenaline and with deoxycortone acetate and 
ascorbic acid. ACTH was administered in four injec- 
tions of 25 mg. per day for 9 days, with control periods of 
8 days before and after, when normal saline was substi- 
tuted. Clinical assessment was made by measurements 
with goniometer and spring-dynamometer, by the 
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screwplate test, and by noting changes in hand volume 
and number of analgesic tablets required. A response 
occurred which was not so well demonstrated by the 
clinical tests applied as the observers felt the over-all 
improvement warranted, and which was better demon- 
strated by cinematographic records. Classical objective 
laboratory findings were recorded. Complete clinical 
relapse occurred one month after the cessation of 
treatment. 

In a second period 0-5 mg. of adrenaline in oil at 6- 
hourly intervals for 14 days was given, with control 
periods of 7 days on saline. A third period was devoted 
to treatment with 5 mg. of deoxycortone acetate and 
1 g. ascorbic acid intramuscularly simultaneously three 
times a day for 4 days. Adrenaline caused no subjective 
or objective clinical improvement. There was a slight 
fall in erythrocyte sedimentation rate, from 75 to 50 mm. 
per hour, in 7 days. Eosinophil count fell 50% during 
the first 24 hours, but rose afterwards to levels above the 
control period [no 4-hour eosinophil counts were made 


here; cf. Adams, Proc. first clin. ACTH Conf., Phila- . 


delphia, 1950, p. 8]. Fasting blood sugar level rose 
during administration, without glycosuria. There was 
some rise in blood pressure, no change in excretion of 
17-ketosteroids, but some rise in that of 11-oxysteroids 
towards the end of adrenaline administration. During 
administration of deoxycortone and ascorbic acid no 
clinical changes were observed. Eosinophil counts 
fluctuated. The sedimentation rate rose from 46 mm. 
to 90 mm. during the test period. No records are given 
of urinary steroid excretion. 

The authors conclude that there was some stimulation 
of the adrenal cortex by adrenaline, which was much less 
marked than the stimulation by ACTH. Harry Coke 


2112. Deoxycortone and Ascorbic Acid in the Treatment 
of Rheumatoid Arthritis 

E. G. L. Bywaters, A. St. J. Dixon, and J. B. WILD. 
Lancet [Lancet] 1, 951-953, May 20, 1950. 2 figs., 
18 refs. 

Ten cases of active rheumatoid arthritis with an 
erythrocyte sedimentation rate above 25 mm. per hour 
and with radiological signs of bone and joint destruction 
were chosen for careful study. The severity of each case 
was assessed by measurements of grip, of angles of 
flexion and extension of affected joints, of pain on pres- 
sure over the joints, and by functional tests, together 
with the patient’s statement of symptoms. 

Three experiments were performed: (1) Three patients 
were admitted to hospital for a week or more for investi- 
gation and to become familiar with the procedure. 
They were then given an injection at the same time each 
day and measurements made } hour and $ hour before, 
and } hour after, each injection. The injections given 
were of saline intravenously, procaine intravenously, 
and deoxycortone intramuscularly with ascorbic acid 
intravenously. (2) Three cases of rheumatoid arthritis 
in children were similarly studied, injections of saline 
and of deoxycortone acetate and ascorbic acid being 
given. (3) Three cases of rheumatoid arthritis were 
Observed after saline injections had been administered 
for 7 days and deoxycortone and ascorbic acid thrice 
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daily for 3 days. In addition 1 patient who had responded 
dramatically to adrenocorticotrophin was treated with 
deoxycortone and ascorbic acid for 3 days and saline 
injections for a further 3 days. 

The results of the investigation were studied statis- 
tically and it is concluded that deoxycortone and ascorbic 
acid have no immediate appreciable effect on rheumatoid 
arthritis. Kathleén M, Lawther 


2113. Steroid Therapy in Rheumatoid Arthritis. A 
Further Report 

G. D. Kerstey and L. MANbeL. Lancet [Lancet] 1, 
1153, June 24, 1950. 1 ref. . 


This is an addendum to a previous report (Abstracts 
of World Medicine, 1950, 8, 297). Clinical and labora- 
tory responses were evaluated, in comparable groups of 
patients with active rheumatoid arthritis, to treatment 
by various steroid hormones with and without ascorbic 
acid. The possibility was considered that the enzyme 
systems of the body might be able to convert other 
members of the cyc/o-penteno-phenanthrene ring system. 
into 11-oxysteroids. 

This report deals with the clinical results of treatment 
with progesterone, “‘ because in the previous report, this 
steroid has given as good a result as any of those tried ”’. 
Progesterone was given in doses of 100 mg. twice weekly 
together with: (a) ascorbic acid in doses of 1 g. 
intravenously; (5) riboflavin in doses of 30 mg. intra- 
muscularly (“* because this substance is widespread in the 
body tissues and is an important co-enzyme with many 
dehydrogenases *’); (c) saline. Results showed no 
significant difference as between groups (a) and (5). In 
further groups investigated no difference was found 
between results of two injections of progesterone and 
riboflavin, and two of deoxycortone and riboflavin. A 
further series received: (a) saline; (6) 5 mg. deoxycor- 
tone and 1 g. ascorbic acid ; (c) 5 mg. deoxycortone and 
three injections of 1 g. ascorbic acid at 4-hourly intervals; 
(d) 25 mg. deoxycortone and three injections of ascorbic 
acid as in (c). Ina final series similar to the last, ribo- 
flavin was substituted for ascorbic acid. There were 
again no significant results. Harry Coke 


2114. Streptococcus Agglutination in Cases of Chronic 
Polyarthritis. [In English] 

C. Coster. Acta Medica Scandinavica [Acta med. 
scand.] 136, 430-438, 1950. 25 refs. 


Serum from 224 patients with rheumatoid arthritis and 
44 with other rheumatic disorders and from 102 controls 
were tested for agglutination, the antigen being a group-A 
type-1 streptococcus. More than half of the sera from 
rheumatic patients gave positive agglutination reactions, 
but of the controls only 2% did so. E. Neumark 


2115. A New Treatment of Rheumatoid Arthritis. 
(Un nuevo horizonte en el tratamiento de la arthritis 
rheumatoide) 

C. JIMENEZ Diaz. Revista Clinica Espafiola (Rev. clin. 
esp.] 37, 410-411, June 30, 1950. 


[A brief preliminary note on successful treatment of 
2 cases with nitrogen mustard.] 
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2116. Phenacetylurea—Phenurone—in Epilepsy 

D. T. DAVIDSON and W. G. LENNox. Diseases of the 
Nervous System [Dis. nerv. Syst.] 11, 167-173, June, 
1950. 3 figs., 4 refs. 


A new anti-epileptic drug, phenacetylurea (‘‘ phenu- 
rone’’), not yet on the market, was tried out on 178 
persons whose seizures were uncontrolled by standard 
anti-epileptic drugs. Three-fourths were children. 
Seizures had been present for from 4 months to 30 years. 

All but infants were given an initial dosage of 0-25 g. 
to 0-5 g. twice daily for 2 weeks to test susceptibility to 
side-effects. If none appeared, the amount was in- 
creased until control of seizures was attained or toxic 
symptoms arose. The therapeutic dose varied from 
0:5 g. to 2-0 g. daily for children, and 0-5 g. to 3-5 g. for 
adults. It was usually given as a supplement to existing 
medication. 

Of the 178 patients, there was improvement in 49%, 
3% being free from attacks and 22% showing more than 
50% improvement; in 11% the condition was not im- 
proved and in 3% it became worse. In 15° medication 
was stopped because of unpleasant side-effects. The 
greatest improvement was in patients who had psycho- 
motor attacks. 

Half the patients experienced side-effects; many of 
these were mild and not infrequently beneficial. The 
most common were alterations in behaviour or person- 
ality, which might be either pleasant—alertness and 
better behaviour—or unpleasant—fatigue, depression, 
difficult behaviour, and sleep disturbances. Anorexia 
occurred in 12 cases, often associated with loss of weight, 
and one patient developed toxic hepatitis with a fatal 
result. 

Skin rashes developed in 15 patients, being more 
common in adults, and one child had associated leuco- 
penia. 

{It would appear, therefore, that although the results 
were encouraging, this is a drug the administration of 
which demands very careful supervision. The possibility 
of a fatal result is disturbing.] N. S. Alcock 


2117. 


The Use of Phenylacetylurea (Phenurone) in 
Convulsive Disorders 


S. C. Lirrte and R. R. McBrype. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 219, 494-499, 
May, 1950. 1 fig., 11 refs. 


2118 Clinical Correlates of the Fast and Slow Spike- 
Wave Electroencephalogram 

W. G. LENNox and J. P. Davis. Pediatrics [Pediatrics] 
5, 626-644, April, 1950. 15 figs., 10 refs. 


The senior author, with others, described the 3-cycles- 
per-second spike-and-wave complex in 1935, and 4 
years later the slower, ill-named, “ petit-mal variant ”’. 
Various considerations suggested to the authors that the 


latter might be an immature form of the former, appear- 
ing earlier in life and becoming faster in the course of 
time. To test the hypothesis 400 patients were col- 
lected, numbers being divided equally between those 
showing the two phenomena. 

Patients with blunt spike-hump discharges [sic] tended 
to be younger and to be male; their electroencephalo- 
grams contained more associated abnormalities than 
those with dart-dome discharges [sic]. The intelligence 
of the former, as a group, was markedly lower than that 
of the latter. [Since the patients were of different age- 
groups, the methods of assessment were not identical 
and the results are not strictly comparable.] Definite 
cerebral lesions were much commoner in the former 
group, while a family history of epilepsy was less com- 
mon; nevertheless, heredity was considered to be an 
important factor in both groups. W. A. Cobb 


2119. Mbdifications in the Cerebrospinal Fluid during 
Pneumo-encephalography. (Modificaciones del liquido 
céfalorraquideo durante la neumoencéfalografia) 

C. CasTeELLs, J. GHERARDI, and J. C. GIANNETO. Anales 
de la Facultad de Medicina de Montevideo [An. Fac. Med. 
Montevideo] 35, 439-444, 1950. 9 refs. 


Encephalography was carried out [probably by the 
lumbar route] on 6 patients suffering from epileptic 
attacks but with normal cerebrospinal fluid. Air was 
used for injection, and aspiration of fluid was never 
carried out. Four different specimens of fluid were 
examined in each case, namely: (1) the first 10 ml., 
(2) fluid obtained after 30 ml. had drained off, 
(3) fluid obtained after 60 ml. had drained off, and 
(4) the last 10 ml. The only constant change was 
slight increase in the cell content towards the end of 
the procedure. The protein, chloride, glucose, and 
calcium content remained unchanged: a slight increase 
in phosphate content was observed in one case. 

The results of this investigation do not confirm the 
statements of other authors; the reason for this is 
probably the use of a different technique for the with- 
drawal of the fluid and injection of the air. 

F. K. Kessel 


2120. Radicular and Rootlet Topography. (La topo- 
graphie radiculaire et radicellaire) 

L. Ectors. Acta Clinica Belgica [Acta clin. Belg.) 5, 
213-230, May-June, 1950. 7 figs., 8 refs. 


The author uses the area of distribution of pain, 
paraesthesiae, and hypoaesthesia found in cases of 
verified herniated intervertebral disk, clinical details of 
which have been reported previously, to construct a 
topographical picture of posterior root and rootlet 
distribution in the lower cervical and lumbo-sacral areas. 
A careful study of each of these three manifestations has 
enabled a picture to be built up which closely resembles 
that of Keegan. 
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In tracing the distribution of pain in cases of herniated 
disk, the author concentrated on those patients who were 
free from pain at rest, but in whom pain could be 
reproduced and localized on coughing, on performing 
Laségue’s test, or on paravertebral pressure, this last 
manceuvre causing pain in 85% of cases. It was found 
that the pain seldom involved the whole of the affected 
dermatome, but was usually limited to one or two parts 
which might be separated by a pain-free area. Of the 
patients 42%, complained of paraesthesiae, ranging from 
“pins and needles” to feelings of swelling or heat. 
These sensations were strictly limited to the distribution of 
the affected root, but were nearly always present only in 
the distal third of the limb. In this connexion the 
author draws attention to the appearance of paraesthesiae 
distally in experimental compression of limb nerves at 
any level, and suggests that this is because of the length 
of the nerve fibres or because of the greater abundance of 
touch corpuscles in hand and foot. In 72% of the cases 
an area of reduced sensibility to touch, pinprick, or 
temperature was present. This corresponded strictly to 
part of the root zone as determined from the distri- 
bution of pain and paraesthesiae, although the area 
which was affected varied independently of these two 
symptoms. 

Using these data, the author constructs a diagram of 
segmental posterior-root distribution which differs from 
generally accepted schemes, particularly in showing a 
continuous zone from the back of the neck to the hand for 
C 6, 7, and 8 and from the lumbo-sacral region to the 
foot for L 4 and 5 and § 1, and also in the areas of hand 
and foot respectively supplied by these roots. Pursuing 
the problem of the separate involvement of distal, 
proximal, and intermediate parts of a limb within a given 
dermatome, the author pinched at operation the separate 
rootlets issuing from the cord and converging to form a 
single posterior root. He found that the cephalad 
rootlets were responsible for distal pain and the caudad 
rootlets for proximal pain, and the others intermediately 
in each root. J. B. Stanton 
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2121. Early Clinical Manifestations of Disseminated 
Sclerosis 

D. K. Apams, J. M. SUTHERLAND, and W. B. FLETCHER. 
British Medical Journal [Brit. med. J.]2, 431-436, Aug. 19, 
1950. 44 refs. 


This paper is based on an analysis of 389 cases of dis- 
seminated sclerosis (79 of which were investigated in 
hospital) to determine the clinical features which are of 
most diagnostic importance. The authors look forward 
to the time when adequate treatment will be available and 
Point out that, when it is, early diagnosis will be of 
importance. 

They stress that the earliest stage of the condition is 
characterized by disorders of function rather than 
objective signs. They believe that it tends to occur in the 
sympatheticotonic type of individual, and in this series 
familial cases were exceptional. They recognize four 
Predisposing factors—febrile illness (14-4%), trauma, 


either surgical or accidental (10-5%), pregnancy (4-5%), 
and emotional upset (2°8%). 

Of the patients 70% were in the third or fourth decade 
of life and 55-5% were women. In evaluating the 
initial symptom, the authors list most of the known 
modes of onset of the disease and point out that ir 50% 
of cases it began with weakness of one or more limbs and 
in 25% with visual upset. 

The authors discuss the important signs in the early 
case. They comment on the frequency of neurovascular 
phenomena. Of the ocular signs, the association of 
muscular imbalance, mydriasis, and hippus impressed 
the authors, whereas pallor of the disks was present only 
in 16% of the hospital cases. Of the reflexes the most 
important were the knee-jerks and the abdominal 
reflexes; adductor hypertonus was the earliest mani- 
festation of spasticity, and impairment of vibration the 
earliest sensory disturbance. 

(This paper is rather unsatisfactory in that the authors 
do not give their evidence in support of the unorthodox 
opinions on the predisposing factors. Thus the 
abstracter feels that the association with pregnancy may 
well be coincidental in view of the ages of the women 
affected, and in these troubled days 2:8% of any random 
group might well give a history of grief, worry, or fright.] 

N. S. Alcock 


2122. The Cerebrospinal Fluid in Disseminated Sclerosis 
(Die Cerebrospinalfliissigkeit bei der Multiplen Sklerose) 
F. Arasa. Fortschritte der Neurologie, Psychiatrie und 
Ihrer Grenzgebiete |Fortschr. Neurol. Psychiat.) 18, 
85-105, Feb., 1950. 11 figs., 18 refs. 


This paper gives an analysis of the findings in the 
cerebrospinal fluid in 165 cases of disseminated sclerosis 
in patients attending the Medical Clinic of the University 
of Tiibingen, many of whom, but not all, were examined 
by the authors. The pressure was, on the average, 
slightly raised; there was a normal cell content in 42% 
and increased cell content in 58% (up to 500 cells). 
Increased protein content was found in 80% of the cases 
(the author takes 24 mg. per 100 ml. as the limit of the 
normal protein content). The chloride and glucose 
content was normal in all cases. Pandy’s test gave an 
abnormal result in 64%, and Nonne’s reaction in 47%. 
The author discusses the cerebrospinal-fluid changes 
in other neurological disorders and stresses the impor- 
tance of his findings. F. K. Kessel 


2123. Lead in Relation to Disseminated Sclerosis 

A. M. G. CAMPBELL, G. HERDAN, W. F. TIssiNGTON 
TATLOw, and E. G. WuittLe. Brain [Brain] 73, 52-71, 
1950. 2 figs., 47 refs. 


The authors review previous work on neurological 
syndromes resulting from lead poisoning and include a 
reference to a paper in which lead had been suggested 
as an aetiological factor in disseminated sclerosis. 
They then bring forward further evidence in this respect: 
(1) In a postal survey an above-average incidence of 


-disseminated sclerosis was found in a lead-mining area of 


Derbyshire, an area where swayback disease of lambs 
also occurred. In 2 villages elsewhere closely-knit 
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groups of cases of disseminated sclerosis were discovered 
and it was found that the soil content of lead was there 
above average. (2) In 2 cases of known lead poisoning 
seen by them the neurological condition closely resembled 
disseminated sclerosis. (3) The lead content of teeth 
from-34 patients suffering from disseminated sclerosis was 
found to be significantly higher than that in a control 
group. 

Correlating these findings, the authors suggest that 
lead is of significance in the aetiology of disseminated 
sclerosis, possibly acting through interference with the 
metabolism of trace elements or of vitamins or enzymes 
necessary for the maintenance of myelination in the 
central nervous system. D. P. Jones 


2124. Survival in Disseminated Sclerosis: A Clinical 
Study of a Series of Cases First Seen Twenty Years Ago 
R. S. Atuison. Brain [Brain] 73, 103-120, 1950. 
30 refs. 


For the purpose of assessing the survival rate in 
disseminated sclerosis the author utilized a survey made 
in 1931, when he investigated the mode of onset and 
clinical features in 40 cases, of which 25 were in women. 
Tabulated details are given. 

In the present study the fate of the 40 patients was 
traced, 12 being still alive. Of those dead, 11 had lived 
for 20 years after the onset, and one for 34 years. Five of 
the living had had the disease for over 30 years, one for 
39 years. 

These findings contrast with those in series drawn 
largely from hospital material (and therefore more 
seriously affected) but, despite this and other factors, 
sufferers from disseminated sclerosis have a longer life- 
span than has been generally supposed. Survival in 
these cases, however, meant that half the time was spent 
as an invalid; the average duration of severe incapacity 
in 17 patients was more than 10 years. Long survival 
was related to preserved sphincter control and to absence 
of intellectual failure. Likewise it was related to a mild 
onset with full subsequent return of function. Though a 
remission might last for 20 years, reactivation was always 
a possible result of trauma, lowered resistance, or 
surgical operation. 

Case histories of the survivors are given, and a tabu- 
lated list of findings in all 40 patients. D. P. Jones 


2125. The Effects of Circulatory Reversal by Carotid- 
Jugular Anastomosis in a Case of Right Hemiplegia with 
Aphasia Due to Thrombosis of the Internal Carotid of 
Unknown Origin in a 13-year-old Patient. (Effets d’une 
inversion circulatoire par anastomose carotido-jugulaire 
sur une hémiplégie droite avec aphasie due a une throm- 
bose de la carotide interne d’origine inconnue chez un 
adolescent de 13 ans) 

D. H. JANET, F. THIEBAUT, and 
L. GUILLAUMAT. Revue Neurologique [Rev. neurol.] 81, 
997-1008, Dec., 1949. 3 figs., 1 ref. 


An opportunity to relieve the effects of vascular stasis 
in the brain following thrombosis of a main vessel by 
reversal of the circulation was offered in the case of a boy 
of 13 who lost consciousness after a dive. On recovery 


NEUROLOGY 


of consciousness he was found to have a right-sided 
hemiplegia and aphasia. The arm had lost all tone and 
movement. There was some movement at the hip, but 
not in the distal part of the lower limb. Reflexes were 
normal apart from a positive Babinski sign, and there 
was general hyperaesthesia. The boy could understand 
words, but could not speak. There had been no recent 
illness of any kind, and general physical examination was 
negative. 

Arteriography confirmed the diagnosis of thrombosis 
of the right external carotid artery. As there was no 
improvement, operation was undertaken on the 7th day, 
a double cross-anastomosis being made between the 
carotid trunk and the internal jugular vein; heparin 
was given. Convalescence was interrupted by a pul- 
monary embolism and a bout of pain simulating 
appendicitis. The day following operation there were 
finger movements, and by the 14th day motility was 
complete. The aphasia improved more slowly, by single 
words. Three months later there was a thrill at the site of 
operation, unnoticed by the patient, and reduplication of 
heart sounds. All movements were full and free, but 
more unstable on the right side. There was persistent 
hypotonia and a positive Babinski sign. Speech was 
telegraphic, in a low voice with no intonation, in response 
to questions. There was little spontaneous speech, and 
attempts at making sentences were poor. Writing was 
correct, with a tendency to leave out verbs; writing 
numerals and counting were poor. 

After operation there was some hemianopia and 
papilloedema, with arterialization of the veins, on the 
operated side. After 3 months visual acuity was good in 
both eyes. The fundi were similar in both, with some 
papilloedema and smooth arteries and dilated veins. 
Intraocular pressure was raised in both eyes. Carotid 
compression on the side of operation was well tolerated, 
but on the opposite side caused malaise and a rise in 
intraocular pressure on the opposite side with a fall on 
the same side. This suggests that the vertebral arteries 
play no part in the ocular arterial supply. 

The authors consider that the rapidity of improvement 
confirms the beneficial effect of the operation on the 
vascular stasis. The ocular effects are serious, but might 
be overcome by carotid ligation later. 

Gwenvron M. Griffiths 


2126. Subacute Sclerosing Leuco-encephalitis with 
Lesions in the Root Ganglia and Peripheral Nerves. 
(Leucoencéphalite subaigué sclérosante avec lésions des 
ganglions rachidiens et des nerfs) 

J. RADERMECKER. Revue Neurologique [Rev. neurol.] 
81, 1009-1017, Dec., 1949. 5 figs. 

A boy of 9 had a febrile illness with some delirium and, 
later, difficulty in walking, but seemed to improve. 
Later he dragged one foot and fell frequently. A month 
later he was indifferent, clumsy, disorientated, and 
tremulous.. In 6 months he could not walk alone, 
tended to bend forwards and to the left, had jerking 
movements of arms and legs, and was quieter and more 
confused. The child lay with legs extended and arms 
flexed. Tendon reflexes were brisk and sensation was 
preserved. There were frequent hyperkinetic attacks 
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involving the whole body, with short loss of conscious- 
ness. After 15 months he was cachectic, lying on the 
left side in flexion, with a fixed grin. There were no 
voluntary movements, but he could swallow. He could 
respond to questions with a word. The hyperkinetic 
attacks were infrequent and variable. The cerebro- 
spinal fluid contained 3 to 49 cells per c.mm. and more 
protein than normal. There were no general physical 
signs and no papillcedema. Electroencephalograms 
taken at various times showed variable complexes, 
frequently synchronous with the myoclonus. He died 
of marasmus. 

The brain showed a subacute sclerosing leuco- 
encephalitis, there being a diffuse infiltration of the grey 
matter with rod cells, and some acute cell lesions. The 
white matter showed general infiltration with microglial 
and astroglial elements, and glial nodes in the posterior 
parts. There was demyelination at the occipital pole. 
A tendency to general fibrillary gliosis throughout the 
white matter distinguished the condition from nodular 
encephalitis. Points of unusual interest were the 
presence of plasmatocytes in the perivascular infiltration, 
with development of Russell bodies. The root ganglia 
showed plaques of lymphocytic infiltration with loss of 
ganglion cells. In the nerve roots and some peripheral 
nerves were areas of Schwann-cell proliferation with 
compound granular corpuscles. 

Gwenvron M. Griffiths 


2127. Cerebrospinal Fluid in 302 Cases of Intracranial 
Tumour, Abscess, and Subdural Haematoma 

W. R. HENDERSON and C. G. DE GUTIERREZ-MAHONEY. 
British Medical Journal (Brit. med. J.) 1, 1461-1465, 
June 24, 1950. 6 refs. 

This is a valuable analysis of the cerebrospinal-fluid 
findings in cases of intracranial tumour, abscess, and 
subdural haematoma seen at the National Hospital, 
Queen Square. London, between 1935 and 1938. 

While the routine discovery of an increased pressure 
or protein content of spinal fluid might point to organic 
disease of the brain, the finding of normal fluid could 
not be taken to exclude the presence of a tumour. In 
cases already diagnosed as of cerebral tumour, examina- 
tion of the spinal fluid proved of value in the identifica- 
tion of deep-seated glioblastomata invading the ventricle; 
these cases commonly yielded a xanthochromic fluid 
with high protein content and a pleocytosis. Fluid 
findings were also helpful in the confirmation of diagnosis 
of acoustic neuroma, a tumour which was consistently 
associated with a very high protein value in contrast to 
the cerebellopontine-angle meningioma with only a 
moderate increase of protein, or a glioma pontis with a 
protein content either normal or only slightly increased. 
Lumbar puncture was of no use in the differential 
diagnosis in children of the cerebellar astrocytoma and 
medulloblastoma. [The percentage figures for normal 
and abnormal protein values in different types of tumour 
will interest surgeons and pathologists, but it could be 
contended that the authors, by accepting a figure of up 
to 60 mg. of protein as normal when estimated by 
Mestrezat’s diaphanometric method, have erred on the 
side of caution.] 
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Ventricular-fluid analysis proved disappointing and, 
taken in conjunction with those in the lumbar fluid, the 
findings were not as clear-cut and helpful to the surgeons 
in the location of the tumour as those reported previously 
by Merritt (Arch. Neurol. Psychiat., Chicago, 1935, 34, 
1175). For instance, a unilateral supratentorial tumour 
might be associated on the same side with a normal or 
increased protein value in the ventricular fluid, but if 
this value were increased it might be increased on the 
opposite side as well. Moreover, the ventricular fluid 
might be normal on both sides in cases of a tumour 
confined to one hemisphere, or of a supratentorial 
midline tumour, or of one in the posterior fossa. 
Particularly helpful are the authors’ reminders of the 
dangers of !umbar puncture and of the vagaries of 
pressure readings, and also of the fact that coning at 
the hiatus tentorii with supratentorial lesions is probably 
more common and more dangerous than coning at the 
foramen magnum with posterior-fossa tumours. They 
deprecate the practice of raising the foot of the bed after 
lumbar puncture, which serves only to raise the intra- 
cranial pressure still more; instead, they recommend 
raising the head, thereby lowering the pressure. 
W. H. McMenemey 


2128. Meningiomata of the Ponto-cerebellar Region 
Simulating the Clinical Picture of Disseminated Sclerosis. 
(Méningiomes de la région pontocérébelleuse avec 
symptomatologie de sclérose multiple) 

I. pe Guspert. Monatsschrift fiir Psychiatrie und 
Neurologie [Mschr. Psychiat. Neurol.] 119, 347-360, 
June, 1950. 14 refs. 


Tumours of the cerebello-pontine angle are occasion- 
ally associated with few symptoms; if definite signs of 
increased intracranial pressure are absent in such cases 
the clinical picture may simulate that of disseminated 
sclerosis. 

Three cases of meningioma of the cerebello-pontine 
angle are described in detail; two of these patients had 
no papilloedema, and the third had only mild oedema. 
A correct diagnosis was made because the course of the 
illness was typical of angle tumour; furthermore, 
absence of the corneal reflex, mainly unilateral cerebellar 
signs, increased protein content of the cerebrospinal 
fluid, and radiological changes in the petrous bone were 
in favour of a focal lesion. F. K. Kessel 


2129. Artane in the Treatment of Parkinsonism 
B. K. ELLeNnBoGeN. Lancet [Lancet] 1, 1034-1035, . 
June 3, 1950. 6 refs. 


This relatively brief account of the effects of “* artane ” 
is interesting in that it records some of the more dramatic 
results secured in long-standing and severe degrees of the 
Parkinsonian syndrome. The dosage recommended is 
2-5 mg. initially, with an increase of 2-5 mg. daily to a 
daily total of 12:5 mg., given in five divided doses. 
Only 14 cases were considered, including one of hepato- 
lenticular degeneration and one of choreo-athetosis, and 
the period of observation constitutes almost a record in 
brevity, extending over 3 to 6 weeks only. In Parkin- 
sonism almost every symptom is recorded as having been 
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improved—rigidity, tremor, incontinence, oculogyric 
crises, salivation, and “mental hebetude”’. In _ the 
case of choreo-athetosis there was a relapse after a slight 
improvement. There was a slight improvement in the 
case of Wilson’s disease. The author declares that artane 
was more successful in the post-encephalitic group 
(7 cases) than in the senile and idiopathic groups (2 cases 
each). He concludes that artane is a drug of low 
toxicity and high potency. 

[As indicated, the exceedingly small group and the 
brief period of observation makes the article of limited 
value, as the author himself realizes. The dramatic 
effects produced, however, are worthy of note and must 
encourage one to hope that in the future one will be able 
to do more to help patients with Parkinsonism.] 

Fergus R. Ferguson 


See also Section Disorders of the Blood, Abstract 2005. 
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2130. Functional Capacity of the Isolated Human 
Spinal Cord 
R.A. KunHn. Brain [Brain] 73, 1-51, 1950. 34 refs. 


In an attempt to estimate the functional capacity of the 
isolated human cord, the reflex activity below the level of 
cord lesion was studied in 29 men with verified complete 
cord transection. In 27 patients observations were 


possible at least 2 years after division of the cord, and in — 
2 men examinations were begun immediately after injury 
and were terminated approximately 7 months later. 
Levels of cord transection ranged from the D-2 through 


the D-12 segments. 

Reflex activity below a total division of the human cord 
progresses, characteristically, through stages of spinal 
shock, minimal reflex activity, flexor spasms, and 
alternating flexor and extensor spasms. The majority of 
the men eventually reach a stage of predominant extensor 
activity. 

Although sudden total division of the human spinal 
cord results in immediate abolition of tendon reflexes 
below the level of transection and in complete paralysis 
of the bladder, certain other reflexes may or may not 
survive unaltered from the moment of injury. 

In 4 subjects cord transection resulted in a state of 
complete areflexia which lasted throughout the periods of 
study (2 to 3 years). The earliest manifestations of 
flexor activity appear in spinal men at the distal parts of 
the limbs, and this activity then successively involves the 
more proximal skeletal musculature. Although the 
genital zone and plantar surface each were well-demar- 
cated areas of lowest threshold for flexor activity, 
nocuous and innocuous cutaneous stimulation of the 
plantar surface was most effective in production of flexor 
activity. Within the genital zone, reflex flexion was 
elicited solely by a nocuous type of stimulus. Typical 
flexion withdrawal was characterized by abrupt contrac- 
tion of specific flexor and adductor muscles in the 
lower limb. Proprioceptive stimuli were most effective 
in the production of reflex extensor activity below the level 
of cord division. Sudden stretch of the iliopsoas muscle 
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appeared to be an especially strong stimulus in the 
activation of generalized extension. 

It is suggested that the term “ mass reflex *’ is not 
adequate for the description of reflex activity in spinal 
men, and that the terms mass flexion and mass extension 
may be of value in characterizing the patterns of flexor 
and extensor activity elicitable below cord transection. 
The capacity to attain reflex penile erections was present 
in all men of this series who possessed any reflex activity 
below the level of cord transection. 

Hyperactive tendon reflexes below the level of cord 
division, and strong Babinski reflexes in response to 
stimulation of plantar surfaces, were characteristic 
findings in the majority of these chronically spinal men. 
Reflex contraction of the bowel and of the detrusor 
usually occurred simultaneously in these subjects. The 
isolated human spinal cord, like that of the cat, is 
capable of mediating responses to thermal stimuli.— 
[From the author’s summary.] 


2131. Pathological and Clinical Studies of Chronic 
Anterior Poliomyelitis. (Etude anatomo-clinique sur la 
poliomyélite antérieure chronique) 

T. Lenoczky and M. Eszenyi-HALasy. Revue Neuro- 
logique (Rev. neurol.} 82, 163-181, March, 1950. 16 figs., 
47 refs. 

Chronic anterior poliomyelitis was described about 
70 years ago by Landouzy, Déjérine, and others. There 
is no general agreement. about whether it is a clinical 
entity; some authors consider it identical with spinal 
progressive muscular atrophy of the Aran—Duchenne 
type. 

The authors have observed 5 cases, which are briefly 
described; post-mortem examination was carried out in 
2 cases. Reviewing the relevant literature and using their 
own experience and anatomical findings, the authors 
tried to determine: (1) whether chronic anterior polio- 
myelitis is a disease sui generis; (2) whether the 
designation given to the clinical picture is correct. 

The cases observed showed progressive primary 
spino-muscular atrophy, without sensory impairment; 
histologically, degeneration of the anterior horn cells was 
found. The clinical picture could be distinguished from: 
(a) amyotrophic lateral sclerosis, by absence of pyramidal 
signs and loss of reflexes; (6) syringomyelia, by the lack 
of sensory disturbances; (c) spinal progressive muscular 
atrophy (Aran—Duchenne), by the facts that paresis 
preceded muscular atrophy, that the paralysed muscles 
showed atrophy en masse, and that the patients were 
older (2 were in their fifties) than those affected by 
muscular atrophy (mostly 24 to 45 years old). 

The first question mentioned above is answered by the 
authors as follows. From the anatomical and clinical 
point of view chronic anterior poliomyelitis and spinal 
progressive muscular atrophy (Aran—Duchenne) cannot 
always be clearly distinguished; transitional forms occur. 
Histological examination reveals no signs of subacute 
or chronic inflammation, but only degeneration of nerve 
cells of the cord. For these reasons the authors’ answer 
to the second question is that the syndrome should be 
called spinal progressive muscular atrophy, of the type of 
chronic poliomyelitis. F. K. Kessel 
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2132. Streptomycin and Mental Disturbance. (Strepto- 
mycine et troubles mentaux) 

M. Porot and F. DestainG. Annales Médico-Psycho- 
logiques [Ann. méd.-psychol.| 108, 47-74, June, 1950. 
15 refs. 


In an examination of the relation between strepto- 
mycin therapy and mental symptoms, the authors quote 
17 case histories, 7 personal and 10 either from the 
literature or privately communicated. They emphasize 
that, with such a small number of cases, conclusions can 
only be tentative. The paper is in three sections: (1) the 
effect of streptomycin on mental symptoms in tuber- 
culosis: (2) the toxic effects; (3) the changes produced 
in the mental symptoms of tuberculous meningitis. 

In the first section 6 cases are quoted; 5 are cases of 
pulmonary tuberculosis in which remission of mental 
symptoms followed the administration of streptomycin. 
In 4 of these the therapy was suggested by foreknowledge 
of the infection. There is no uniformity in the mental 
picture in these 4cases. The fifth case was in a girl of 16 
with symptoms suggestive of paranoid schizophrenia. 
She was treated for over a year with a variety of physical 
measures without result. Then, after a febrile episode, 
streptomycin therapy was started, with remission of 
mental symptoms in 2 days. It was then discovered 
that there was radiographic evidence of infiltration and 
cavitation of the left apex. In the sixth case a man with 
paranoid schizophrenia was treated, first with electric 
convulsions, then with two courses of insulin shock, each 
involving 60 episodes of coma. Two years after onset 
pleurisy developed, but streptomycin produced only slight 
improvement in the mental state. 

The second section deals with undesirable side-effects 
of streptomycin, especially mental ones. The 5 histories 
quoted make it clear that the picture is not a uniform 
one: confusion, depression with impairment of memory 
and intellect, and transient excitement may all occur. 
The correct apportionment of these symptoms to disease 
and drug respectively is uncertain. The personal 
observation is also quoted of a young man who had had a 
course of 95 g. of streptomycin for bilateral pulmonary 
tuberculosis. Two months later meningeal symptoms 
developed and another course was started. Almost at 
once a confusional, hallucinated state ensued which 
lasted for 6 days. The authors considered this to be an 
allergic reaction to the liberation of tuberculin. 

The third section deals with the changes wrought by 
streptomycin in the clinical picture of tuberculous menin- 
gitis. The authors consider that two new pictures have 
emerged: subacute tuberculous meningitis, comparable to 
general paresis, and post-tuberculous encephalitis [which, 
to judge from the 4 cases quoted, strongly resembles 
post-epidemic encephalitis]. They.emphasize, once again, 
the uncertainty of the respective roles played by disease 
and drug in the production of these symptoms. 

J. P. Dewsbury 
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2133. Paranoid Reactions in the Aging 
E. B. ALLEN and H. E. CLow. Geriatrics [Geriatrics] 
5 .66-73, March-April, 1950. 22 refs. 

Paranoid reactions occurring in the elderly are classified 
into four groups. Paranoia (Kraepelin) and paranoid 
schizophrenia are excluded. Group I includes those 
cases in which suspicion or persecutory trends feature 
as part of aWexaggeration of the normal reaction of the 
aged to their changing circumstances and physical 
limitations. In group II cases of episodic paranoid 
reactions are included. Group III consists of cases of 
“paranoid types of involutional psychosis”, and 
group IV of paranoid reactions associated with organic 
brain disease. The prognosis in the first two groups is 
good, that in groups III and IV unfavourable. Each 
group is exemplified by single case histories of patients 
over 60 years of age. P. D. Bedford 


2134. The Clinical Investigation and _ Differential 
Measurement of Anxiety 

R. HartoGs. American Journal of Psychiatry [Amer. J. 
Psychiat.| 106, 929-934, June, 1950. 2 refs. 

The author, working at the New York Psychiatric 
Institute and Hospital, believes that it is necessary to 
develop methods by which anxiety may be measured 
during a single psychiatric interview. He regards 
anxiety as an alarm-mechanism to preserve personality 
integration, and it can therefore be best studied “* in its 
effects on those personality aspects which have a marked . 
integrative character’, such as visuo-motor control, 
self-concept, level of aspiration, and body gestalt. 

The effects of anxiety on visuo-motor control may be 
assessed by “ katography ”, which is a specific kind of 
mirror-drawing test, completed in 6 minutes, the tech- 
nique of which has been developed by the author and his 
associates; it is claimed that the test is efficient, that its 
validity has been tested on thousands of patients with 
anxiety and on normal controls, and that it can be scored. 
A physiological investigation of the procedure is now in 
progress. Self-concept may be investigated by means of 
the interpretive projection technique, devised 15 years 
ago by the author, in which the subject is shown photo- 
graphs of six pairs of eyes and is asked to give a 
personality description of the owner of each pair. The 
subject projects his anxiety into his interpretations. 
Level of aspiration may be assessed by a simple test of 
goal-setting behaviour, and the draw-a-person”’ test 
used to explore anxiety which originates from, or is 
connected with, the body-image. 

The author describes typical responses to these tests in 
cases of anxiety neurosis, conversion hysteria, obsessive 
compulsive neurosis, involutional depression, incipient 
schizophrenia, and brain damage. He believes that the 
results of his tests correspond with clinical assessments. 
[While this is probably true, the tests are unlikely to be of 
much value to the clinician.] Hunter Gillies 
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2135. Researches on the Measurement of Human Per- 
formance 

N. H. Mackwortu. Medical Research Council. 
Special Report Series |Spec. Rep. Ser. med. Res. Coun., 
Lond. 268, 1-156, 1950. 58 figs., bibliography. 
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2136. Alterations in Colonic Function in Man under 
Stress. IV. Hypomotility of the Sigmoid Colon, and its 
Relationship to the Mechanism of Functional Diarrhea 

T. P. Aimy, F. K. Apsot, and L. E. HINKLE. Gastro- 
enterology {(Gastroenterology] 15, 95-103, May, 1950. 
4 figs., 7 refs. 


Continuous kymographic records of the motility of 
the sigmoid colon were made in 18 patients who suffered 
from an “irritable colon”. In all, symptoms tended 
to be worse during emotional conflict. In general, it 
was found that a sudden reduction in tone and motility 
occurred when the patients’ mood was one of inadequacy, 
self-reproach, and hopelessness. Often at such times 
weeping occurred. The authors discuss their own and 
other evidence from the literature which suggests that 
hypomotility of the distal colon is associated with 
diarrhoea. John Naish 


2137. The Reaction of the Human Colon to Naturally 
Occurring and Experimentally Induced Emotion States; 
Observations through a Transverse Colostomy on a Patient 
with Ulcerative Colitis 

J. WENER and A. PoLoNsKy. Gastroenterology [Gastro- 
enterology] 15, 84-94, May, 1950. 4 figs., 12 refs. 


An unmarried girl of 21, whose colonic mucosa was 
visible through a transverse colostomy opening, was the 
subject of this study. Colostomy had followed a left 
hemicolectomy for ulcerative colitis some 2 years pre- 
viously. The patient visited the laboratory several times 
a week for 5 months and the effect of emotional and 
painful stimuli upon the vascularity and motility of the 
colon was observed. It was found that such stimuli 
were accompanied by changes in colour and motility; 
the most usual reaction to passively suffered pain and 
stress was the development of pallor and hypomotility. 
When active resentment occurred, hyperaemia of the 
mucosa supervened. Local irritation also caused hyper- 
aemia and hypermotility of the bowel. The hyperaemic 
bowel bled easily when stroked and petechiae often 
developed spontaneously. John Naish 


2138. The Association of Certain Vegetative Disturb- 
ances with Various Psychoses 

W. D. Ross, J. Hay, and M. F. McDowaLL. Psycho- 
somatic Medicine [Psychosom. Med.] 12, 170-178, May-— 
June, 1950. Bibliography 


The incidence of certain physical disorders was deter- 
mined among the 1,608 in-patients in a Canadian mental 
hospital. The distribution of peptic ulcer, asthma, 
diabetes mellitus, rheumatoid arthritis, raised blood 
pressure, and hyperthyroidism in 19 diagnostic categories 
of mental illness was established by this means. 
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Analysis of the results showed that the associations 
between psychiatric diagnoses and peptic ulcer, diabetes, 
and raised blood pressure (a pressure greater than 
150/90 mm. Hg on at least two occasions) were such 
that they were not likely to be due to chance, whereas 
these diagnoses and the other conditions were associated 
in achance manner. Definite positive associations were 
shown between peptic ulcer and the manic type of 
manic-depressive psychosis, and between raised blood 
pressure and disorders of ageing (senile and presenile 
dementias, cerebral arteriosclerosis, and hypertensive 
encephalopathy) and involutional melancholia. There 
was a negative association between raised blood pressure 
and epilepsy and catatonic dementia praecox. The 
incidence of diabetes in the whole group was signifi- 
cantly high, but the association with particular categories 
was not clear. 

Possible interpretations of these findings are discussed. 

Desmond O' Neill 


2139. The Incidence of Certain Vegetative Disturbances 
in Relation to Psychosis 

W. D. Ross, J. Hay, and M. F. McDowaLt. Psycho- 
somatic Medicine {|Psychosom. Med.} 12, 179-183, May- 
June, 1950. 31 refs. 


The incidence of certain ‘* psychosomatic ~ disorders 
(peptic ulcer, asthma, diabetes mellitus, rheumatoid 
arthritis, raised blood pressure, and hyperthyroidism) in 
a mental hospital population was compared with that 
in the population at large, so far as this is known. 

Peptic ulcer appears to be less common in psychotics 
than in non-psychotics. The incidence of asthma and 
diabetes is about the same in both groups. Rheumatoid 
arthritis is rare among psychotics. A raised blood 
pressure is as common among psychotic patients as 
among patients in general medical practice. Hyper- 
thyroidism is uncommon among psychotics, but no com- 
parative incidence for non-psychotics is available. The 
sex ratio for these disorders is similar for both groups. 

A psychopathological meaning is suggested for these 
findings. Desmond O' Neill 


2149. Psychiatric Aspects of Dyspepsia in Soldiers 
D. W. H. Arnott. Medical Journal of Australia (Med. 
J. Aust.| 1, 143-145, Feb. 4, 1950. 


This paper records conclusions reached from the 
examination of 418 soldiers referred from medical and 
surgical wards for a psychiatric opinion. In most of 
these, physical investigation had shown nothing relevant. 
The average time spent with each patient was 15 to 
20 minutes, and a stenographer was present at the 
interview in most cases. 

In 36 of the 418 cases (8-5°%) symptoms of dyspepsia 
were present. The following order of frequency was 
found: nausea, vomiting, poor appetite, loss of weight, 
vomiting under stress, “* trembling’’ in the stomach, 
belching, a throbbing, sinking feeling in the stomach, 
evacuation of the bowels after eating or if upset, other 
disagreeable abdominal sensations, flatulence, sour 
stomach and heartburn, burning and soreness round the 
navel, and vague abdominal pains under stress. All the 
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patients had general symptoms of psychoneurosis, and 
all could be classed as suffering from anxiety hysteria. 
The gastro-intestinal symptoms were similar to those 
found in “ organic ’’ dyspepsia, but such complaints as 
“fluttering in the stomach” point to a psychogenic 
origin. The patient’s history, the presence of nervous 
symptoms, and the absence of abnormal physical signs 
are grounds for the diagnosis of psychoneurosis. The 
chief cause of illness in these patients seemed to be a 
constitutional inadequacy or instability; the illness may 
be described as a neurosis in which unresolved emotional 
tension had spilled over into the gastro-intestinal system. 

Eighteen patients were discharged from the Army on 
medical grounds. Five were regraded “ B”’, 9 sent to 
another military hospital for further psychiatric investiga- 
tion and treatment, and 4 returned to duty. 

[The time spent on psychiatric examination was so 
short that this study can have little more than descriptive 
value. The author employs the criterion of negative 
physical findings to distinguish ‘* neurosis with gastro- 
intestinal symptoms from “ organic dyspepsia; on 
this criterion duodenal ulcer, which is usually thought 
to be a psychosomatic condition, would fall into the 
latter group. The distinction which is here implied 
between these groups seems to be unsound. ] 

Desmond O' Neill 


2141. Life Situations, Emotions, and Graves’ Disease 
T. Lipz and J. C. WHITEHORN. Psychosomatic Medicine 
[Psychosom. Med.] 12, 184-186, May-June, 1950. 

From a study of female hyperthyroid patients, the 
authors conclude that there is a basic psychological 
pattern of attitudes common to all, even though in other 
respects their temperaments and personalities may be 
quite dissimilar. To remain stable, these patients need 
to gain affection and protection by doing things for 
others. Unless they can give of themselves, they feel 
unwanted and rejected. They are unable to assert their 
own needs openly, but nevertheless expect unswerving 
fidelity in return for their over-solicitude. The attach- 
ment to a parent, usually the mother, is intense. - 

The general form of the pattern may be stated thus: 
the patient, having felt rejected in favour of a sibling by 
the mother-figure, eventually becomes the successful 
rival for maternal affection by becoming the good child 
who identifies with mother and cares for her. The 
home has been dominated by the mother, usually a 
strict, moralistic person who has given the patient little 
latitude for self-expression but has placed emphasis on 
conformity with propriety. The father has usually been 
weakly or absent from home. The mother’s rejection 
has fostered hostility, and her restrictiveness engendered 
rebellion. These feelings threatened security and were 
repressed, showing themselves only as anxious over- 
solicitude about mother. Efforts at independence in 
childhood or adolescence have miscarried, and the 
patient returns to mother in actuality or in spirit. Ob- 
sessive patterns are used to subdue desire. The husband 
is often a weak character, perhaps chosen so as not to 
interfere with the attachment to the parental home. If 
he lavishes attention the marriage may work, but in- 
fidelity, even in the form of attention to his own mother, 
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is taken as rejection. Children rather than the husband 
become the centre of attention, sometimes with the 
expressed purpose that only a child can be trusted to 
care for the patient in old age. When the child strives 
for independence the patient becomes apprehensive, 
resentful, and over-protective of the child. The patient 
is constantly vulnerable because others cannot live their 
lives and still satisfy her needs. 

For the most part the emotional traumata are not 
single accidental happenings, but continuous stresses in 
an important interpersonal relationship. The intense 
need for attention and affection, and the compulsive 
striving to attain a symbolic relationship, make catas- 
trophe almost inevitable. The domination of a single 
emotional theme may warp the entire personality 
development, preventing the formation of mote satis- 
factory relationships. 

These psychiatric considerations have a high degree of 


_ practical importance; their recognition and application 


in a thyroid clinic has considerably improved the results 
of therapy and management of hyperthyroid patients. 
[This paper adduces still further evidence for the 
view, now becoming widely held, that the management 
of the hyperthyroid patient is not simply a medical or a 
surgical problem, but a psychosomatic one.] 
Desmond O'Neill 
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2142. The Anticipation and Prevention of Cardiac Com- 
plications in Electroconvulsive Therapy. A Clinical and 
Electrocardiographic Study 

A. J. BANKHEAD, J. K. Torrens, and T. H. Harris. 
American Journal of Psychiatry [Amer. J. Psychiat.) 106, 
911-917, June, 1950. 3 figs., 20 refs. 


This clinical and electrocardiographic study from the 
University of Texas was prompted by the occurrence of 
two fatalities after electric convulsion therapy (E.C.T.). 

After an analysis of the post-convulsive reactions of 
127 patients who had 304 sessions of E.C.T. the authors 
concluded that the unfavourable reactions were of two 
types: (1) those resulting from over-activity of the 
vagus; (2) those resulting in ectopic mechanism dis- 
orders from other causes. 

Vagal reactions were characterized by bradycardia, 
occurred immediately after the fit, and lasted for 4 to 
5 minutes; they were often associated with other signs 
of autonomic disturbance. Such vagal reactions oc- 
curred in 30° of the patients in the series, and in 4% 
were of alarming severity; they recurred in subsequent 
treatments. Other, less alarming, abnormalities occurred 
during cyanosis, consisted of ectopic contractions of 
atrial and ventricular origin, and were thought to be the 
precursors of ventricular fibrillation. They were seen 
most often and most severely in those who had heart 
disease, especially coronary arterial disease. Serious 
ectopic reactions occurred in 23 patients. 

It was not found possible to predict the occurrence of 
cardiac reactions, but they were more severe in the elderly 
and in those with organic heart disease. In order to 
assess the value of prophylactic medication an additional 
series of 478 clinical and electrocardiographic studies of 
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166 unselected cases, with and without atropine pre- 
medication, was undertaken. Fifty patients showed 
vagal reactions of varying severity when atropine was 
withheld: atropine, 1/50 gr. (1-1 mg.) intramuscularly 
20 minutes before E.C.T., eliminated the vagal reaction 
in all but seven patients, of whom five needed 1/30 gr. 
(2 mg.) intramuscularly and two needed 1/50 gr. intra- 
venously 10 minutes before E.C.T. in order to prevent 
vagal reactions. No untoward cardiac reactions to 
atropine were noted clinically or electrocardiographically. 
The authors believe that the premedication is free of 
hazard and should be used in cases of organic heart 
disease and, of patients over 45 years of age, for those 
with a history of vagal reaction to E.C.T. and those 
with electrocardiographic evidence of vagotonia. Since 
their preliminary study the authors have carried out 2,500 
treatments in 450 patients with uniformly good results. 
They believe that adequate oxygenation is the most 
important measure in preventing the ectopic phenomena 
which are associated with deep cyanosis, while in cases 
showing ectopic reactions quinidine sulphate, 3 gr. 
(195 mg.) four times daily during the treatment period, 
reduced the severity and duration of ectopic reactions. 
All the patients were curarized, and it is the authors’ 
impression that this measure, by reducing the severity 
of the convulsion and concurrent rise in intrathoracic 
and venous pressure, minimizes the post-convulsive 
cardiac dilatation and exerts a favourable effect on the 


heart. Four patients who had acute coronary throm- | 


bosis before treatment, and 3 patients who had had 
congestive heart failure, were safely treated by applying 
the above measures. Hunter Gillies 


2143. The Effects of Diisopropylfiuorophosphonate in 
Schizophrenia and Manic Depressive Psychosis 

D. W. Rowntree, S. Nevin, and A. WILSON. Journal 
of Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.) 13, 47-59, Feb., 1950. 9 figs., 
36 refs. 

The authors describe the findings in an investigation 
carried out at the Maudsley and University College 
Hospitals, London, into the effects of diisopropyl- 
fluorophosphonate (DFP) in certain cases of functional 
psychosis. The purpose was to discover the influence, 
if any, of the drug on the patients’ mental state and to 
find out whether the clinical and electroencephalographic 
(EEG) changes produced were in any way different from 
those found in normal subjects. DFP has been made 
available through researches on the alkylfluorophos- 
phonates carried out by McCombie and Saunders 
(Nature, Lond., 1946, 158, 382). It was found to be the 
most effective of these compounds, its anticholinesterase 
activity being 30 times that of eserine and its action on 
the enzyme irreversible. In animals and man it produces 
effects similar to the muscarinic and nicotinic actions of 
acetylcholine. 

DFP dissolved in peanut oil was given intramuscularly 
to 17 patients with schizophrenia (5 paranoid, 9 hebe- 
phrenic, 1 simple, and 2 catatonic) and to 9 with manic- 
depressive psychosis (6 hypomanic, 1 depressed, and 
2 in a state of remission). The mean age of the first 
group was 37 and the mean duration of illness 12 years, 
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while of the second group the mean age was 41 and mean 
duration of illness 10 years. Thirteen schizophrenics 
and 9 manic-depressives were given 1 mg. of DFP on the 
first day and 2 mg. on each of 6 succeeding days, a total 
dosage of 13 mg. over a period of 7 days. The remaining 
4 schizophrenics received the drug over a period averaging 
37 days in a mean total dosage of 43 mg. As a control 
it was intended to give equivalent doses of DFP to 
10 normal subjects, but to 6 of these not more than 
7 mg. could be administered because of severe physical 
symptoms. In 4 cases large doses of atropine con- 
siderably reduced these symptoms, but in only 2 cases 
could 13 mg. be tolerated, the other 2 subjects tolerating 
11 and 7 mg. respectively. The mean values for blood 
cholinesterase activity in the 3 groups showed no signifi- 
cant difference; during administration of the drug there 
was almost complete inhibition of cholinesterase activity, 
the mean levels in the psychotic groups being comparable. 
General physical reactions—anorexia, nausea and 
vomiting, diarrhoea, pallor, and fainting attacks— 
occurred in all the groups, being very severe in normal 
subjects, fairly severe in manic-depressives, and notably 
slight in schizophrenics. One schizophrenic received a 
total dosage of 63 mg. of DFP during 35 days with no 
characteristic effects; the supposed autonomic hypore- 
activity of true dementia praecox is in keeping with this. 
A progressive fall in blood pressure was found in the 
manic-depressives, a progressive rise in the schizo- 
phrenics, and no blood-pressure change in the controls. 
The resting EEG records of all the psychotic patients were 
within normal limits. DFP caused a generalized lower- 
ing of amplitude with a corresponding diminution in the 
amount and spread of alpha activity. Later (that is, 
more than 24 hours after the last injection of the drug) 
there was increased amplitude with dominance and 
spread of alpha rhythm. These changes occurred in all 
groups, but were much less marked in the schizophrenic 
group than in the other two. Atropine caused an effect 
on the EEG closely resembling that seen in the early 
stages of sleep. There was no evidence of any epilepto- 
genic action of DFP. 

The effect of DFP on the mental state of the psychotics 
varied considerably. Of the manic-depressive group 
2 patients who were mentally normal at the time of its 
administration were only slightly affected, while 2 of the 
hypomanics were unaffected by the drug, but one of them 
developed a moderately severe depression 3 months 
afterwards. Two hypomanics improved considerably 
and finally completely recovered. The others in this 
group were affected adversely, one becoming acutely 
manic and the depressed patient sinking more deeply 
into depression. Of the 17 schizophrenics 6 showed a 
reappearance of acute symptoms like those seen at the 
onset of the illness, 1 showed marked improvement with 
diminution of anxiety, and the remaining 10 showed no 
significant mental changes. In the normal subjects 
depression, irritability, and lassitude were produced. 
The authors suggest that DFP might possibly have some 
therapeutic value in some manic cases if given in repeated 
small doses and withdrawn gradually. On the whole, 
however, it does not appear to have any real value in the 
treatment of mental illness. Myra Mackenzie 
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2144. Effect of ACTH and Cortisone on Rheumatic 
Fever. [In English] 

A. VIDEBAEK, G. ASBOE-HANSEN, P. AstTRUP, V. FABER, 
C. HAMBURGER, K. SCHMITH, M. SPRECHLER, and 
K. BROCHNER-MorTENSEN. Acta Endocrinologica [Acta 
Endocrinol., Kbh.] 4, 245-264, 1950. 10 figs., 13 refs. 


A report is presented on the effect of pituitary adreno- 
corticotrophic hormone (ACTH) in 3 cases of rheumatic 
fever, one of which had previously been treated with 
cortisone. The first patient was a girl of 15 with severe 
rheumatic fever of 3 weeks’ duration when first seen. 
She had a large pericardial effusion, showed marked 
orthopnoea and cyanosis, and was extremely debilitated. 
A dramatic clinical response followed the administration 
of ACTH in 4 to 6 daily intramuscular injections, a 
total of 400 mg. having been given over 12 days. On the 
morning following the first injection the temperature 
returned to normal, the pulse rate fell from 140 to 88, 
and she was able to sit up in bed. Within a further 
2 days the joint pains had disappeared and within 
16 days the pericardial effusion had practically resolved. 
She developed furuncles in the axillae and the tempera- 
ture rose on cessation of ACTH administration. A few 
days’ treatment with penicillin soon cleared this condition 
and, apart from the appearance of pigmented spots on the 
hands and forearms and of hypertrichosis of the legs, 
subsequent recovery was uneventful. 

The second patient, a woman of 28, had rheumatic 
fever of 1 year’s standing, with a slight response to 
salicylates and the subsequent development of peri- 
carditis with effusion. When first seen she was debili- 
tated, anaemic, and perspiring, her temperature was 
40°C. (104° F.) and her pulse rate 100 per minute. 
Most joints were swollen and painful and there was an 
incipient decubitus ulcer on the back. She received 
300 mg. of ACTH in the course of 10 days. Within 
24 hours of the first injection the temperature became 
subnormal and remained so. The general condition 
improved and the pain disappeared, though otherwise 
the joint condition did not alter. The erythrocyte 
sedimentation rate fell and the erythrocyte count rose 
slightly. During treatment the decubitus ulcer became 
worse and the sites of previous venepunctures became 
infected ; rapid healing, however, followed discontinua- 
tion of the treatment. The cardiac size and the pul- 
monary congestion were unaffected. On cessation of 
treatment the general condition worsened owing, 
apparently, to a streptococcal urinary infection which 
responded to treatment with dihydrostreptomycin, after 
which the patient gradually recovered over a period of 
2 months. 

The third patient was a boy of 16 whose illness was of 
only 5 days’ duration when first seen. He had high fever, 
painf ul, but not swollen, joints, and cardiac enlargement 
with a friction rub. He received 1,000 mg. of cortisone 
in the course of 11 days, 6 injections being given daily. 

M—2N 


During this time the general condition improved some- 
what, but the temperature remained high, he perspired 
profusely, was cyanotic, and required continuous 
oxygen. Articular and precordial pain remained severe: 
radiographs showed persistent enlargement of the cardiac 
shadow. Five days after cessation of cortisone treatment 
the condition was, if anything, worse and administration 
of ACTH was begun, a total dose of 250 mg. being 
administered during the course of 6 days. Moderate 
general improvement resulted. After discontinuation 
of the ACTH the temperature again began to fluctuate 
and the general condition worsened. Penicillin and 
salicylates were then given and the temperature eventually 
returned to normal, followed by gradual recovery. A 
variety of laboratory investigations are also reported and 
discussed. 

[In view of the known increased susceptibility to 
infection and inhibition of granulation-tissue formation 
during treatment with ACTH and cortisone, illustrated 
by the fact that each of these 3 patients required subse- 
quent therapy with antibiotics, it would seem that the 
concomitant administration of penicillin and, perhaps, 
sulphonamides would be a wise precaution when such 
treatment is undertaken in severely debilitated patients. ] 

G. I. M. Swyer 


See also Section Cardiovascular Disorders, Abstract 
1968. 


2145. Some Remarks on Leptospira and Leptospirosis. 
(Enkele beschouwingen over leptospirae en leptospiroses) 
J. VAN RueEL. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.| 94, 352-355, Feb. 4, 1950. 


This is a communication on observations made in the 
alluvial gold and tin mines in the Kivu district of the 
Belgian Congo. In the course of 10 years 400 cases of 
leptospirosis were observed. In 15 the causal agent was 
isolated from the patient. In 29 the type was identified 
by agglutination tests combined with Castellani’s absorp- 
tion test. In the other cases the agglutination test was 
positive but the type was not identified. Eight types 
were distinguished: Leptospira batavia, L. grippo-typhosa, 
L. benjamin, and two new antigenic types; three were 
related to L. icterohaemorrhagiae and L. canicola but not 
identical. Reservoirs of leptospira were found sero- 
logically in the dog and a leptospira was grown from the 
kidneys of two Arvicanthis abyssinicus. By the “ bath- 
test ” a pathogenic leptospira was isolated from the blood 
of a guinea-pig after 20 minutes in the bath. The 
frequency of the disease is highest during the rainy 
season. The differentiation of leptospira in types by 
isolation from animal hosts is questionable, because the 
hosts often harbour more than one antigenic type. 
Use of the agglutination test combined with the Castellani 
absorption test makes the selection too specific. 

— Vervoort. (Excerpta Medica) 
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2146. Generalized Aspergillosis. Report of a Case 

R. H. Grexin, E. P. CAwLey, and B. ZHEUTLIN. 
Archives of Pathology (Arch. Path.| 49, 387-392, April, 
1950. 3 figs., 15 refs. 


Pulmonary aspergillosis, often an occupational disease, 
is not rare, and in occasional cases metastatic abscesses 
from the pulmonary lesion have been reported, but the 
case presented in this article is believed to be only the 
second of generalized dissemination. The previous case 
was reported by one of the present authors in 1947. 
This second patient was a 22-year-old moulder who 
suffered from a febrile illness of 34 months’ duration. 
Pneumonitis-like lung shadows, thick sputum, and 
shallow ulcers in the mouth were at first the only positive 
findings. Towards the end of the third month he 
developed encephalitic signs which progressed to coma 
and death; in the later stages he had a neutrophil 
leucocytosis and mild anaemia. Sulphadiazine, peni- 
cillin, streptomycin, and aureomycin were all without 
effect. At necropsy granulomata containing fungi were 
found in lungs, trachea, myocardium, thyroid, duodenum, 
and kidneys, and, though no macroscopic lesion appears 
to have been present “* microscopic examination of the 
brain revealed fungi with spores and hyphae in tissue ”’. 
Culture of the lung grew Aspergillus fumigatus. Intra- 
peritoneal injection of cultures of this and three other 
strains of A. fumigatus into guinea-pigs gave no results, 
though previous authors have shown that the fungus 
produces lesions when injected intravenously into rabbits. 

Bernard Lennox 
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2147. “ Cat’s-claw Disease ’’. (La maladie des griffes 
de chat) 

R. Despre, M. Lamy, M. L. JAMMet, L. CostiL, and 
P. Mozziconacct. Semaine des Hopitaux de Paris 
[Sem. Hop. Paris] 26, 1895-1904, May 30, 1950. 10 figs., 
5 refs. 


During the last 20 years the authors have encountered 
a number of cases of suppurative adenitis with unusual 
features. The patients were usually, though not 
invariably, children who had fondled cats and had 
been clawed by them. More recently it became apparent 
that similar adenopathies developed in cases where no 
such contact could be established. As adenopathies 
are common enough in childhood the value of a specific 
test was readily appreciated; the problem was solved 
by preparing a specific antigen (as in Frei’s test). 

Clinically, the disease may begin with the development 
of a small, maculo-vesicular lesion. This represents the 
primary site and it heals in due course; however—it 
may be years later—if specific antigen is injected anywhere 
intradermally there occurs, within 48 hours, a flare-up 
at the primary site in addition to the local reaction. 
The nodal swelling which follows usually fluctuates 
within 3 weeks, is tender, and may attain the size of an 
orange: periadenitis is also present and the skin may be 
infiltrated and purplish in appearance; there may be 
moderate pyrexia and/or asthenia. 
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Twelve typical case histories are given (half the cases 
seen) and the paper is illustrated by photographs of the 
lesions and the microscopical appearances of biopsy 
specimens of affected lymph hodes. Pathological 
investigation ruled out the possibility of the disease being 
caused by bacterial infection, lymphogranulomatosis, 
spirochaetosis, mycosis, tuberculosis, or tularaemia. 
The authors are convinced that they are dealing with a 
virus infection. Aureomycin appears to be the only 
effective drug. D. Preiskel 


2148. Use of Diethylstilbestrol in Orchitis due to Mumps 
R.J. Norton. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 143, 172-174, May 13, 1950. 
10 refs. 


Out of 170 cases of mumps in males aged 13 years or 
over treated at Kingston Avenue Hospital, Brooklyn, 
during the 3-year period 1946 to 1948, orchitis was 
present on admission in 89 cases. Of these, 7 were 
treated with | mg. of diethylstilboestrol three times daily 
and 40 with 5 mg. three times daily, with no better results 
than in the 42 untreated controls. Of 81 cases without 
orchitis on admission, 45 were given 15 mg. of stilboestrol 
daily and 36 received no specific treatment. The inci- 
dence of subsequent orchitis in the two groups was almost 
identical—7 cases and 6 cases respectively—but the 
swelling subsided earlier and pain was less severe in those 
patients who had received stilboestrol prophylactically. 

H. McC. Giles 


2149. Diet in the Treatment of Acute Hepatitis 
O. Gertzén. British Medical Journal [Brit. med. J.] 
1, 1166-1168, May 20, 1950. 9 refs. 


At the Hospital for Communicable Diseases in Stock- 
holm three parallel series of cases of acute epidemic 
hepatitis were studied with a view to assessing the 
therapeutic effect of various types of diet. To a basic 
diet consisting of 80 g. of protein, 80 g. of fat, and 320 g. 
of carbohydrate daily the following supplements were 
added: in 97 cases 70 g. of protein, in 54 cases 65 g. of 
butter, and in 56 cases 100 g. of sugar and 100 g. of sweet 
fruit juice. The selection of cases was made on admini- 
strative grounds and appeared to satisfy statistical 
criteria of random sampling. Progress was judged 
by serial examinations of blood and urine, and no 
significant difference in progress was detected between 
the three series of cases. [The adequacy of the common 
basic diet, particularly as regards protein, detracts some- 
what from the significance of these findings.] 

T. A. A. Hunter 


2150. Methionine in the Treatment of Acute Hepatitis 
J. Str6m. British Medical Journal [Brit. med. 1, 
1168-1169, May 20, 1950. 10 refs. 


Between October, 1947, and December, 1948, alternate 
cases of acute hepatitis admitted to the Hospital for 
Communicable Diseases, Stockholm, were given 5 g. 
of methionine daily for 10 days. In all other respects 
they had exactly the same management as the other 
cases. The two groups, each consisting of 125 cases, 
were studied with a view to assessing the effect of the 
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methionine treatment. Serial readings of the bilirubin 
level in blood, the thymol index, the prothrombin 
index, and the excretion of bile products in the urine 
revealed slightly more favourable results in the cases 
treated with methionine, but the differences were not 
statistically significant. Despite this failure to obtain 
definite results the author records a clinical impression 
in favour of the treatment of severe cases of acute 
hepatitis with methionine. T. A. A. Hunter 


2151. Occupational Virus Hepatitis. An Apparent 
Hazard for Medical Personnel 

C. Kun and W. E. Warp. Journal of the American 
Medical Association [J. Amer. med. Ass.| 143, 631-635, 
June 17, 1950. 23 refs. 


The authors report 7 cases of virus hepatitis (3 in 
1946-7 and 4 in 1949) which occurred among personnel 
handling blood and blood derivatives at the Cutter 
Laboratories, Berkeley, California. The course and 
clinical features conformed to the usual type. No case 
occurred in other departments and none in the families 
of the infected workers. In contrast with the occurrence 
of 7 cases among an average of 700 employees, the annual 
average number of cases of infective hepatitis in the 
general population was as follows: Berkeley (population, 
100,000) 5, Oakland (400,000) 7-8, and Alameda County 
(700,000) 21-4. These facts strongly suggest that the 
infection of the workers was associated with their 
employment. Various possible routes of infection are 
discussed: oral (direct or via the hands), intranasal (when 
the products have been desiccated), conjunctival, through 
pricks and scratches, and through the intact skin. The 
authors point out that the disease among those who 
handle human blood samples and blood derivatives 
should be regarded as an _ occupational risk and 
accordingly deserve compensation. They review the 
British and American literature on the subject of 
accidental infection among doctors, nurses, and 
technicians. The preventive measures suggested are 
careful washing of the hands, the wearing of rubber 
gloves, and the prophylactic treatment of exposed 
workers with * periodic injections of immune globulin ”’. 
Various mearis of sterilizing plasma are briefly discussed. 

L. J. M. Laurent 


2152. Antihistaminic Drugs for Colds. Evaluation 
Based on a Controlled Study 

R. J. HOAGLAND, E. N. Derrz, P. W. Myers, and 
H. C. Cosanp. Journal of the American Medical 
Association [J. Amer. med. Ass.] 143, 157-160, May 13, 
1950. 2 figs., 6 refs. 


The following forms of treatment were dispensed in 
rotation to 190 otherwise healthy young men complaining 
of the symptoms of a head cold: (1) tripelennamine 
hydrochloride pyribenzamine ’’) tablets; (2) chloro- 
then citrate (‘ tagathen’’) tablets; (3) inert tablets 
superficially resembling tripelennamine; (4) tripel- 
ennamine hydrochloride solution (0-5%) in a nebulizer; 
(5) an inert solution in a nebulizer. The oral prepara- 
tions were to be taken in doses of 50 mg. five times daily 
and the nasal sprays to be used every 3 or 4 hours, for 
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a period of 3 days in each case. Effects on local and 
constitutional symptoms, the development of thick 
nasal discharge, the duration of the cold compared with 
the average duration of previous colds, and the occurrence 
of any undesirable side-effects were noted [but no details 
are given]. The antihistamine compounds seemed to 
reduce the amount of serous nasal discharge, but had 
no other effect; only 16% of 83 patients receiving 
tripelennamine or tagathen orally, and 27% of 37 
receiving tripelennamine intranasally reported cure within 
24 hours, as compared with 27% of 70 receiving oral or 
intranasal placebos. Similar figures were obtained when 
patients starting treatment within 24 hours of the onset of 
symptoms were considered separately. 

H. McC. Giles 


2153. Colorado Tick Fever. 1. Isolation of the Virus 
from Dermacentor andersoni in Nature and a Laboratory 
Study of the Transmission of the Virus in the Tick. II. 
Isolation of Virus from Dermacentor variabilis Obtained 
from Long Island, New York, with Immunological Com- 
parisons between Eastern and Western Strains 

L. Frorio, M.S. and E. R. MUGRAGE. Journal 
of Immunology [J. Immunol.| 64, 257-263 and 265-272, 
April, 1950. 14 refs. 


Wood ticks ( Dermacentor andersoni) were collected from 
three areas near Denver where infection with Colorado 
tick fever had presumably been acquired. Evidence 
from experiments in hamsters showed that these ticks 
were infected with the virus of Colorado tick fever. 
These tick-isolated strains cross-immunized with labora- 
tory-maintained strains obtained from human beings. 
The virus of Colorado tick fever is transmitted through 
the ova and can be recovered from the progeny in an 
unmodified form as measured by the minimal infective 
dose and the neutralizing power of the immune serum. 
Virus acquired in either the larval or nymphal stage is 
likewise transmitted to the adult. 

Dog ticks, Dermacentor variabilis, obtained from Long 
Island, New York, harboured a virus which passed a 
24-my gradocol’’ membrane. Cross-immunity experi- 
ments in hamsters with known strains of Colorado tick 
fever virus and the Long Island virus showed that the 
two were either identical or were very closely related. 
Colorado tick fever has never been reported from Long 
Island, but it could easily be confused with influenza, 
since severe aching is characteristic of both influenza 
and Colorado tick fever. It is suggested that Colorado 
tick fever is probably occurring in human beings on 
Long Island without being recognized.. G. M. Findlay 


POLLOMYELITIS 


2154. Inoculation and Poliomyelitis. A Statistical In- 
vestigation in England and Wales in 1949 

A. B. Hitt and J. KNoweLpen. British Medical Journal 
(Brit. med. J.| 2, 1-6, July 1, 1950. 3 refs. 


In view of the reports of Martin (1950), McCloskey 
(1950), and Geffen (1950), which strongly suggested a 
causal connexion between paralytic poliomyelitis and 
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recent immunizing injections, the authors, at the request 
of the Ministry of Health, endeavoured to obtain a rapid 
answer to the question whether the paralytic polio- 
myelitis could be justly attributed to the preceding 
inoculation. They obtained the inoculation history 
in all cases of poliomyelitis in children under 5 from 
33 different areas in which at least 20 cases had been 
notified in the 5 months July to November, 1949. The 
Medical Officer of Health of each area was asked to select 
for each case a control child, either (1) of the same sex 
and age who was notified as suffering from measles at 
approximately the same date as the child with polio- 
myelitis, or (2) of the same sex and born at the same 
time as the one with poliomyelitis, the name to be drawn 
from the register of births and deaths. In this way 
164 closely paired controls were obtained. The 
statistics thus collected revealed a clear association 
between recent injections and paralysis. In children 
inoculated within one month preceding onset the 
distribution of the sites of paralysis was quite abnormal. 
In this group paralysis in the arms was just as frequent as 
paralysis in the legs, and the left arm was paralysed more 
often than the right, whereas in children not given 
recent injections the two arms were equally affected and 
the legs were affected two to three times as often as the 
arms. In the recently inoculated children the limb of 
injection (arm or leg) was paralysed much more frequently 
than in children not recently inoculated. Moreover 
the excess of recently inoculated children in the polio- 
myelitis group compared with the control group, and the 
equality in the two groups at other intervals, suggests that 
the former included cases which would not have been 
diagnosed as poliomyelitis at all if there had been no 
previous and recent inoculation. The data suggest, in 
the authors’ opinion, that such children were brought by 
inoculation into the paralytic class. 

Paralysis in the limb of recent injection followed 
inoculations with diphtheria alum-precipitated toxoid 
(A.P.T.) and with combined A.P.T. and _ pertussis 
antigens. The intervals between the last injection and 
the onset of symptoms of poliomyelitis lay mainly 
between 8 and 17 days. It is concluded that these cases 
had occurred in England and Wales during the polio- 
myelitis outbreak of 1949 more frequently than could be 
attributed to chance. H. Stanley Banks 


2155. Clinical Poliomyelitis in Association with Peri- 
pheral Inoculation of Prophylactics 

F. O. MacCatium. British Medical Journal (Brit. 
med. J.| 2, 6-7, July 1, 1950. 


The author examined, at the Virus Reference Labora- 
tory of the Public Health Laboratory Service, the stools of 
4 cases in which recent inoculation had been associated 
with paralysis. Two of these were examples of the 
“* double event”, paralysis being confined to the inocu- 
lated limb and having occurred 11 and 12 days 
after intramuscular inoculation of alum-precipitated 
toxoid (A.P.T.) and of pertussis vaccine respectively. 
In the other 2 cases the paralysis was not confined to the 
inoculated limb; it occurred in one case 17 days after 
inoculation with combined A.P.T. and pertussis vaccine, 
and in the other case 8 days after inoculation with 
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pertussis vaccine. From all these 4 cases poliomyelitis 
virus was isolated. It was also isolated from another 
case, of meningo-encephalitis with paresis of the seventh 
cranial nerve, 4 days after onset. In this case re-vaccina- 
tion with smallpox lymph resulting in a mild “ take” 
had been performed 12 days before the onset of 
symptoms. H. Stanley Banks 


2156. The Neutralization Test of Normal and Con- 
valescent Sera in Tokyo against the Mouse-adapted Polio- 
myelitis Virus ‘* Lansing ’’ Strain. [In English] 

M. KiITAOKA and T. Miura. Japanese Medical Journal 
[Jap. med. J.] 2, 285-294, Dec., 1949. 2 figs., 10 refs. 


Neutralization tests with the Lansing strain of polio- 
myelitis virus on the sera of 196 normal members 
of various age-groups in Japan showed that the cord 
blood of 24 of 25 babies was positive; thereafter the 
incidence fell, being only 12°% in the | to 5 year age-group, 
but rose again to 45% at 8 to 10 years and continued to 
rise until in the age-group 51 to 70 it was 100%, positive. 
The percentage of positive results among newborn babies 
was very similar to that of their mothers, but in some cases 
the concentration of antibody in the foetal circulation was 
even higher than that in the maternal circulation. A 
similar phenomenon has been noted in tests for neutraliz- 
ing antibodies against Japanese B encephalitis virus. 
The milk from women with neutralizing antibodies 
in the serum also contains a virucidal substance which 
may or may not be specific antibody. G. M. Findlay 


2157. The Effect of Paralysis of One Lower Extremity on 
Bone Growth. Preliminary Report 

G. GULLICKSON, M. OLSON, and F. J. Korrke. Archives 
of Physical Medicine [Arch. phys. Med.| 31, 392-400, 
June, 1950. 7 figs., 6 refs. 


A clinical and statistical study was made of causes of 
discrepancy in the length of the bones of the lower limbs 
which may follow poliomyelitis contracted in the growing 
period, arbitrarily set at 14 years or younger. Ortho- 
radiographs were taken of the normal and affected limbs 
and differences expressed as “* percentage shortening ”. 

In the 88 cases reviewed, in addition to measurements 
of leg and bone length, attempts were made to assess 
power of muscles and muscle groups (divided arbitrarily 
into 20 such groups). Atrophy was gauged by circum- 
ferential measurements of the lower limb at two levels in 
the thigh and one in the leg, the difference being again 
expressed as a percentage of the normal. 

With the aid of scatter graphs and statistical analysis, 
the authors demonstrate that: (1) there is no correlation 
between muscle strength of the leg (below the knee) and 
tibial shortening; (2) there is slight correlation between 
muscle strength of the thigh and shortening of the 
femur; (3) there is a definite correlation between 
atrophy of thigh or leg and shortening of femur or tibia; 
(4) there is a correlation between total strength of the 
limb and atrophy of the extensors, and also between 
total limb atrophy and shortening. 

They conclude that functional use of the involved limb 
is important in determining diminution in growth, 
possibly by affecting circulation and nutrition in the 
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limb. As an alternative explanation they also suggest 
that there may be increased sympathetic activity due to 
“involvement of the lateral horn of the spinal cord 
where sympathetic nerve fibres have their origin”, with 
decrease in blood flow to the bones and soft tissue. 

L. A. Liversedge 


2158. Studies on Poliomyelitis in Ontario. III. Further 
Observations on the Association of Coxsackie and Polio- 
myelitis Viruses 

A. J. Ruopes, E. M. Crark, D. S. KNOWLES, 
F. S. SHIMADA, R. C. RitcHie, W. L. DoNonue, M. P. 
ARMSTRONG, F. H. WiLson, W. J. McLean, and 
N. SILVERTHORNE. Canadian Journal of Public Health 
{Canad. J. publ. Hith| 41, 183-188, May, 1950. 6 refs. 


Poliomyelitis virus and Coxsackie viruses, of un- 
specified type, have been found closely associated in 
Dufferin County, Ontario. Both viruses were isolated 
from the individually collected stools of 3 children and 
2 adults who were in close contact. Coxsackie virus 
alone was isolated from the stools of another contact. 
One adult of this family had no symptoms, the other falt 
mildly unwell; 2 of the 3 children had vomiting, 
diarrhoea, and fever, and in the third there was meningeal 
irritability. From the stool of another member of this 
family group both viruses were recovered—poliomyelitis 
virus 2 days after the first probable exposure to infection 
and Coxsackie virus several days later, following an 
abortive type of illness. From the stools of a child 
living in another part of Ontario and suffering from an 
acute ascending paralysis of the Guillain—Barré—Landry 
type, both poliomyelitis and Coxsackie viruses were also 
obtained. G. M. Findlay 


2159. Pain and Contracture in Poliomyelitis 


A.C. GuyTon and R.C. REEDER. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 63, 
954-963, June, 1950. 25 refs. 


The authors consider the theories of-causation of 
pain and contracture in poliomyelitis, and describe an 
attempt to reproduce these manifestations experimentally. 
The pain of poliomyelitis has been experienced by one of 
the authors (A. C. G.) and is likened to the stiffness 
after unwonted exercise or to severe muscular bruising. 

Two types of experiment were undertaken. In one, 
ischaemia was induced in a limb in dogs and human 
subjects by intermittent occlusion until pain was 
produced. In 7 human volunteers it was found that the 
blood flow had to be occluded for approximately 95% 
of the time to produce pain, although exercise or cooling 
the limb lowered this figure to about 85°%. In dogs, pain 
was judged by the occurrence of wailing in animals under 
light anaesthesia, and appeared only after occlusion for 
90°, to 95°, of the time. In the human subjects the 
pain was like that in Biirger’s disease, not poliomyelitis; 
ischaemia of this degree sufficient to cause pain is unlikely 
to occur in patients with poliomyelitis. 

In the other experiment an attempt was made to 
simulate the functional disturbance of poliomyelitis by 
sectioning the anterior roots of the third to the fifth 
lumbar segments on the right side in 25 dogs. The blood 
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flow to the affected leg was apparently not disturbed by 
the section of sympathetic efferents. From the second 
to between the Sth and the 15th post-operative days the 
dogs showed signs of extreme pain when the affected 
muscles were pressed or stretched. Contracture began 
on the 4th day and continued for the duration of the 
experiment. These characteristics resemble those in 
human poliomyelitis, except for the shorter duration of 
the pain in the dogs. Sections of sciatic nerve and 
muscles from affected legs showed degenerating nerve 
fibres and decrease in muscle-fibre size with early fibrosis. 
The authors regard neurogenic spasm as an unlikely 
factor, since pain and contracture occur even in totally 
denervated muscles. They suggest that the pain of 
poliomyelitis may be caused by products of cellular 
degeneration in the muscles, and vasodilatation may 
therefore be helpful in treatment by accelerating removal 
of these substances. J. B. Stanton 


RICKETTSIAL INFECTIONS 


2160. Chloramphenicol (Chloromycetin) in the Chemo- 
prophylaxis of Scrub Typhus (Tsutsugamushi Disease). © 
Ill. Suppression of Overt Disease by Prophylactic 
Regimens of Four-week Duration. IV. Relapses of 
Scrub Typhus in Treated Volunteers and their Prevention. 
V. Relation of Number of Vector Mites in Hyperendemic 
Areas to Infection Rates in Exposed Volunteers 

J. E. SMapeL, R. TrRAus, L. P. Frick, F. H. Diercks, 
and C. A. BatLey. American Journal of Hygiene 
[Amer. J. Hyg.] 51, 216-228, 229-241, and 242-247, 
March, 1950. 9 figs., 22 refs. 


It was shown in previous studies by the authors 
(Amer. J. Hyg., 1949, 50, 75) that although prophylactic 
treatment with chloramphenicol suppressed the clinical 
signs of scrub typhus in experimentally infected human 
volunteers, the disease did appear after 1 to 2 weeks on 
discontinuing treatment. In the present paper they 
report field studies carried out in 1948 and 1949 which 
show that with appropriate prophylactic dosage of 
chloramphenicol persons infected with Rickettsia 
tsutsugamushi can develop a mild attack of the disease 
without obvious symptoms either during, or after 
stopping, treatment. There were 5 field trials, in which 
groups of 49 to 68 volunteers were exposed to scrub- 
typhus infection for 6 days by sitting in the grass in 
hyperendemic areas near Kuala Lumpur, Malaya. 
The prophylactic treatment consisted of doses of 3 to 
4 g. of chloramphenicol given by mouth at intervals 
of 4 to 7 days for 4 to 6 weeks. Whereas 13 out of 
18 untreated control subjects developed the disease 
10 to 14 days after the initial exposure, only one out of 
31 treated volunteers required admission to hospital. 
Although there was a low incidence of clinically recog- 
nizable scrub typhus among the treated group, the 
infection rate (as shown by the presence of rickettsiae in 
the blood and a rise in OX-K antibodies) was just as high 
as in the controls. The treatment had been suppressive 
rather than curative. The results did, however, provide 
a practical method for the prevention of severe illness in 
persons exposed to infection in hyperendemic areas. - 
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Scrub typhus normally runs a characteristic course, 
the fever abating by lysis at the end of the second week. 
The administration of a single dose of 3 or 4 g. of 
chloramphenicol, given prophylactically or in treatment, 
was usually effective in suppressing signs of infection for 
at least a week after a second exposure in 23 of the 
volunteers who contracted scrub typhus during the 
prophylactic trials described in the previous paper, and 
aureomycin in a dosage of | to 3-5 g. was equally effective. 
But relapses occurred and it is suggested that this is 
because the rickettsiostatic effect of the antibiotic is lost 
before the patient develops sufficient immunity. 
Relapses could be prevented or aborted by administering 
either chloramphenicol or aureomycin at about the time 
when a recrudescence of the disease was due to occur. 
Three volunteers were given a total dose of 6 g. of chlor- 
amphenicol in 24 hours, | to 3 days after the onset of 
fever, and received 4 g. in addition on the ninth day. 
They were asymptomatic and afebrile at the time the 
supplementary dose was given and none of them showed 
clinical signs of relapse. 

A direct relationship was found to exist between the 
number of infected vector mites found at Seaport Estate, 
Selangor, Malaya, and the infection rate in exposed 
human volunteers. In 5 field trials the infection rate 
varied between 5% and 72%. Two trials in which there 
were high infection rates (71% and 72°, respectively) 
both took place during, or immediately after, periods of 
moderate to heavy rainfall. The other three trials were 
carried out in dry periods and were characterized by 
relatively low infection rates (2%, 5%, and 15% respec- 
tively). Between the first trial (in a wet period) and the 
second (in a drought) there was a great reduction in the 
vector mites, Trombicula akamushi and T. deliensis, 
and an increase in the non-vector mites. Attention is 
also drawn to the fact that, during the periods of relative 
drought when trials produced low infection rates among 
the volunteers there were no patients with naturally 
acquired scrub typhus in the vicinity of Kuala Lumpur, 
in contrast to the wet periods, when 35 persons contracted 
the disease naturally. R. Wien 


2161. An Epidemic of Q Fever in a Hospital. (Uber 
einen epidemischen Ausbruch von Q-Fieber in einem 
Krankenhaus) 

R. SieGert, W. Simrock, and U. Srr6pER. Zeitschrift 
fiir Tropenmedizin und Parasitologie [Z. Tropenmed. 
Parasit.| 2, 1-40, July, 1950. 10 figs., bibliography. 

A laboratory attendant, while working with a Balkan 
strain of Q-fever rickettsiae, became infected and deve- 
loped a chronic pneumonia. He continued to excrete 
Rickettsia burnetii for nearly 5 months, but only during 
the first 2 months did he actually infect other persons. 
As a consequence of this case 36 others occurred in the 
Medical Clinic of the University of Frankfiirt and 
7 further laboratory infections in the Paul Ehrlich 
Institute. Infection was spread by direct inhalation of 
droplets or by dust. The frequency of infection in indi- 
viduals or groups of persons was correlated with the 
frequency of contact with the carrier. Of the male and 
female nurses associated with the case two-thirds became 
infected, whereas of the doctors similarly associated 


only 2 of 6 were infected. Evidence is brought forward 
that not every patient with Q fever is necessarily a source 
of infection. G. M. Findlay 


See also Section Hygiene and Public Health, Abstract 
1784. 
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2162. Sulfone Therapy in Leprosy; a Three Year Study 
N. R. SLtoan, E. K. CHUNG-Hoon, M. E. Goprey- 
Horan, and G. H. HepGcock. Jnternational Journal of 
Leprosy {Int. J. Leprosy] 18, 1-9, Jan.—March, 1950. 
6 refs. 


A series of 346 lepers was treated in Hawaii by means 
of sulphones. Promin”’’ was given intravenously, 
and the other drugs by mouth. Promin was given to 
211 patients, the maximum daily dose being 5 g. “ Dia- 
sone was given to 176 patients, the maximum daily 
dose being 1-2 g.; the figures for “* promizole ’’ were 
27 patients and 6 g. respectively (71 patients received 
more than one drug). Many patients could not tolerate 
full doses, but did well on less. Haemolytic anaemia, 
especially in females, was common and, in addition to 
iron, vitamins, and liver extract, 107 patients received 
transfusions. The three drugs had an equal effect on the 
blood haemoglobin value. 

Lepra reactions occurred in 99 cases, which is probably 
not a greater incidence than without treatment. Ery- 
thema-nodosum reactions also occurred in 99 cases: 
this was probably due partially to treatment. Diasone 
caused far fewer of these reactions than did promin. 
Other cutaneous reactions developed in 12 cases (all 
on promin), and pruritus occurred in 2. Polyneuritis 
was probably more frequent than in untreated patients 
(9 cases). 

The results of the treatment were striking. Ulcers 
healed, vision occasionally improved, nodules subsided, 
and bacilli disintegrated and eventually disappeared. 
Laryngeal stenosis improved, and tracheotomies have 
become less frequent. Definite improvement has taken 
place in 83-5°% of all patients treated, while actual arrest 
of the disease does occur. Only in 7 out of the 346 cases 
did the condition regress during treatment. The impor- 
tance of early diagnosis and treatment is emphasized. 
Tuberculoid, as well as lepromatous, leprosy 2ppeared 
to respond to treatment. Out-patient treaiment is 
possible. Pregnancy was not considered a_ contra- 
indication to sulphone treatment. 

The death rate has been greatly improved, there 
being only 28 deaths. In 24 cases necropsy was performed 
and in 2 of these the cause of death was possibly related to 
treatment. Bronchitis associated with the presence of an 
indwelling tracheal tube was the cause in 2 patients, and 
one died of nephritis. The others died from causes 
unrelated to leprosy. Deaths from leprous cachexia, 
bronchial obstruction, and renal amyloidosis have 
almost ceased. 

The statistical results of treatment with promin and 
diasone are equal. It has not yet been possible to 
assess the value of other sulphones used. 

W. H. Horner Andrews 
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2163. Typhoid-paratyphoid Encephalitis: Predominant 
Role of Toxin. (L’encéphalite typho-paratyphoidique. 
Role prééminent de la toxine du germe) 

R. Crosnier, H. BesseiGe, and P. MEGHE. Semaine des 
Hoépitaux de Paris |Sem. Hép. Paris] 26, 2058-2067, 
June 10, 1950. 51 refs. 


This paper consists largely of a review of the literature 
on various clinical forms of typhoid fever in which the 
central nervous system is involved. The authors 
conclude that many diverse syndromes exist, and that 
although minor syndromes are more common than is 
generally realized, well-developed syndromes are 
relatively rare. Case histories of examples of two of the 
latter forms are given in detail, with neurological findings, 
and the authors relate their findings to involvement of the 
globus pallidus and the corpus striatum. 

The first case (typhoid) was of a male, aged 24, in 
whom Parkinsonism was well developed. These signs 
regressed as the main disease improved, but one month 
after discharge there was still slight disability in walking. 

The second case (paratyphoid B) was of a girl aged two. 
At the height of the disease the patient was confused, 
the pupils failed to react to light, and purposeless 
involuntary movements of head, forearms, and fingers 
were noticed. Recovery from the nervous symptoms was 
apparently complete. 

The action of the organisms on the central nervous 
system is ascribed to a neurotrophic toxin, and it is 
suggested that two forms of treatment should be 
attempted, namely, the use of an antiserum to neutralize 
this toxin, and of chloramphenicol to prevent its further 
elaboration by the infecting organism. Actual Parkin- 
sonism should receive specific treatment. 

W. H. Horner Andrews 


2164. First Attempts at Treatment of Typhoid with 
Chloramphenicol in Indo-China. (Premiers essais de 
traitement des affections typhoidiques par la chloro- 
mycétine en Indochine) 

E. FartNAup, J. SouULAGE, P. Le Scouezec, R. Cros,’ 
Y. Ernes, P. Prost, and L. Porte. Semaine des 
Hépitaux de Paris [Sem. Hép. Paris] 26, 2067-2069, 
June 10, 1950. 5 figs. 


In this report 9 cases of typhoid fever and 5 cases 
of paratyphoid-A infection are discussed. Treatment 
was by an initial dose of 50 mg. chloramphenicol per kg. 
body weight, followed by 0-25 g. 2-hourly until the 
temperature fell, then the same dosage at greater intervals 
for 5 or 6 days after defervescence. In general the 
temperature did not fall to normal for 5 to 7 days, 
which is a longer period than that reported by earlier 
observers; there was, however, a rapid amelioration in 
the signs of serious infection, such as the typhoid state 
and delirium. The drug was well tolerated, although 
nausea and, rarely, vomiting occurred, and in several 
cases papulo-vesicular rashes appeared during the first 
days of treatment. 

Two of the cases of typhoid fever ended fatally. 
One patient, in grave toxaemia, showed a transitory 
response, but in spite of increased doses (up to 4-75 g. 
per day) died on the Sth day. The second patient, aged 
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7, was admitted to hospital on the 18th day of the disease 
and died on the second day of treatment. Of the other 
12 patients 3 had relapses, confirmed by positive blood 
culture. The first case (typhoid) relapsed after 17 days 
of apyrexia: the relapse was untreated. The second 
relapse (paratyphoid A) occurred after 13 days and was 
rapidly controlled by chloramphenicol (20-5 g. in 11 days). 
The third relapsed twice, the antibiotic having little effect 
on the course of the disease. 

Where serial blood culture was possible, a negative 
result was found on the second day of treatment in 7 out 
of 10 cases, the 2 fatal cases being amongst the negative 
ones. The other 3 cases remained positive until the 
third day. Stool and urine cultures in convalescence 
were negative. The organisms isolated from cases in 
relapse showed no increased resistance to chloram- 
phenicol in vitro. W. H. Horner Andrews 


2165. Salmonella Infection in a Post-mortem Room 

P. J. WormMaLp. Monthly Bulletin of the Ministry of 
Health, etc. [Mon. Bull. Min. HIth| 9, 28-30, Jan., 1950. 
1 fig. 


From the Public Health Laboratory, Cambridge, 
an account is given of observations made following the 
performance of post-mortem examinations on 2 persons 
infected with Salmonella paratyphi B and Salmonella 
typhi-murium respectively. The investigation was under- 
taken in order to study bacterial distribution and 
persistence, and perhaps to throw some light on the 
routes of infection of less well known agents, such as 
poliomyelitis virus. 

The routine methods used in the post-mortem room 
for cleansing exposed surfaces and drains with 5% 
** lysol *’ solution, and for cleansing instruments, bowls, 
gloves, and aprons, are described; also the technique 
used for the collection and examination of specimens, 
which included a fly captured on each occasion in the 
room. 

Residual contamination was found on the cotton 
overgloves, on the flies, and in the drainage system 
between the post-mortem tables and the wall, this 
last up to 8 days after use and even after flooding for 
2 hours with 10% lysol after blocking the exit grating. 
The recommendations made are that: (a) open drainage 
systems should be: flooded regularly with disinfectant 
and (4) flies should be rigorously excluded. Any that do 
gain access should be destroyed. 

E. V. Saunders-Jacobs 


2166. P.T.A.P. A _ Potent, Accurately Reproducible 
Diphtheria Prophylactic. [In English] 

L. B. Horr. Zeitschrift fiir Hygiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.| 130, 585-595, 1950. 
30 refs. 


As a contribution to the production of a diphtheria 
prophylactic of constant composition and antigenicity 
the author recommends: (1) That the organism be 
grown in Mueller’s casein-digest medium (original 
medium with casein nitrogen content reduced to 0-1% 
and maltose content reduced in proportion, the other 
components remaining unchanged) plus 0-15% glycine, 
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as a medium of much greater constancy of composition 
than the digest media. (2) Conversion of toxin to 
toxoid at a temperature well below 37°C. (3) Purifica- 
tion of the resulting toxoid by removing the red pigment, 
inorganic phosphate, and some non-toxoid protein with 
ammonia and magnesium hydroxide, precipitating all 
remaining protein with cadmium chloride at pH 6 to 
6-4, the purification being completed by ammonium- 
sulphate fractionation of the decomposed cadmium- 
chloride complex, followed by dialysis. (A 65% recovery 
of toxoid of purity 1,500 Lf per mg. N is claimed.) 
(4) Adsorption of the purified toxoid on aluminium 
phosphate produced by a standard method. It was 
found that there is an optimum amount (about 3 mg.) 
of aluminium phosphate with which the maximum anti- 
toxin response is obtained to one subcutaneous injection 
of 2 Lf in guinea-pigs. When a constant amount of 
carrier was used and the amount of toxoid varied, the 
critical ratio appeared to be 6 mg. aluminium phosphate 
to 1 Lf toxoid. Variation in the amount of non-toxoid 
protein added to a constant product of aluminium 
phosphate and purified toxoid made no difference to its 
antigenicity. 

In Schick-positive children between | and 2 years old, 
this new prophylactic (P.T.A.P.) gave a Schick conversion 
rate of 96:7% 4 weeks after one injection and 97:2% 
3 months after two injections. Intramuscular injection 
gave better results than subcutaneous injection; all 
batches gave much the same result. The Schick-negative 
state persisted in 96-3°% of the children for 15 months after 
one injection. Better results were obtained with prophy- 
lactic adjusted to pH 6-5 than with one adjusted to 
DH 5. 

[The defects of the Schick conversion rate as a test of 
the immunizing potency of a prophylactic are well 
known: the Schick test is an all-or-nothing test and 
gives no indication of the distribution of antitoxic values 
in a population. Though the author is to be con- 
gratulated on his insistence on the importance of 
reproducibility in diphtheria prophylactics and on his 
provision of a prophylactic of reasonably reproducible 
character, it is worth remembering that what is required 
of a diphtheria prophylactic is that it shall reduce the 
morbidity and mortality from diphtheria: it will take 
5 years or more of careful test to determine whether 
P.T.A.P. does this or not.] C. L. Oakley 


2167. A Study of Diphtheria in Two Areas of Great 
Britain 
P. Hartley, M. ANDERSON, J. GRANT, C. NEUBAUER, 
R. Norton, W. J. W. A. DAvipson, 
W. M. Jamigson, and G. H. Ropertson. Medical 
Research Council Special Report Series |Spec. Rep. Ser. 
med. Res. Coun., Lond.| 272, 1-162, 1950. Bibliography. 
This report gives a detailed record of the investigations 
carried out during the war on outbreaks of diphtheria on 
Tyneside and in Dundee. The report is divided into three 
parts, each with a sectional summary. Part I deals with 
some preliminary investigations carried out in 1939 in 
different parts of England and Wales on the subject of 
the antitoxin titre of inoculated persons who contracted 
diphtheria. Paradoxical results were obtained which 
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were traced in part to incredibly careless technique in 
the collection of blood samples. 

Parts II and III deal with the investigations carried out 
on Tyneside and in Dundee respectively, the problem 
studied being the same in both areas. On Tyneside 95, 
and in Dundee 199, fully inoculated subjects were found 
to have clinically recognizable diphtheria. In all cases 
specially virulent strains of Corynebacterium diphtheriae 
gravis or intermedius were isolated, and the condition 
could not be regarded as tonsillitis or some other illness 
occurring in carriers; indeed the rapid rise of antitoxin 
titre in the course of a few days in the cases in which 
serotherapy was not given is a clear proof of this. 
Clinically the disease was very mild to moderate in severity, 
and there were no deaths and practically no complica- 
tions. The state of immunity of these patients was 
studied by careful determination of their antitoxin 
titre at the onset of the disease. In 10 to 15°, this was 
found to be of the order of 0-1 unit or more per ml. of 
serum—in other words, the antitoxin levels were well 
above those associated with a Schick-negative reaction. 
The question as to whether some other factor besides 
antitoxin is required for the prevention of infection is 
raised but not answered. It is clear, however, that the 
highest titres of antitoxin were always found in the mildest 
cases, or else a high titre was rapidly reached in such 
cases. These findings tend to show that it is not enough 
to produce some antitoxic immunity to diphtheria 
in the community, but that immunity must be kept at a 
high level if outbreaks of the disease are to be avoided 
when specially virulent and infective strains are prevalent. 

[The report includes an impressive mass of tables, 
charts, and diagrams meant to elucidate the complexity 
of the investigations. Side issues, by themselves of 
great importance, are frequently discussed, but they are 
apt to detract from the main problem*namely, 
the occurrence of clinical diphtheria in those who 
already have high levels of antitoxin. The report should 
be read in full by all those specially interested in infec- 
tious diseases and immunology, but the general physician 
will probably be satisfied to read only the sectional 
summaries. ] L. J. M. Laurent 


2168. A Follow-up Study of Pertussis in Infancy 


R. K. Byers and N. D. Rizzo. New England Journal of 


Medicine [New Engl. J. Med.| 242, 887-891, June 8, 
1950. 9 refs. 

Over a period of 14 years, 128 children under 2 years 
of age were admitted with pertussis to the Children’s 
Hospital, Boston. The authors followed up 35 who 
appeared to be an average group; 26 had recovered with- 
out any sequelae, and of these 2 had been admitted for 
“encephalopathy ”, 2 had had periods of unconscious- 
ness after coughing, and 2 had had repeated convulsions. 
Nine showed evidence of “* prolonged intellectual and 
emotional difficulties’; 6 who remained mentally defi- 
cient had all had severe attacks with cerebral symptoms, 
with or without convulsions, while the 3 others had been 
mentally retarded owing to the pertussis, but had shown 
no neurological signs during the attack. Detailed 
accounts of all 9 are given. No case of asthma or 
bronchiectasis was discovered. The authors realize 
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that their series is not an unselected group of patients, but 
nevertheless conclude that the disease in infancy must 
be considered an important threat to the intellect, and 
suggest that the risks of pertussis vaccination are out- 
weighed by the dangers of the disease itself. 

L. J. M. Laurent 


2169. The Use of Pertussis Agglutinogen Skin Test 
during Active Infection with Whooping Cough 

J. L. KoHN, L. W. WANNAMAKER, S. R. KAPLAN, and 
K. S. SHEPARD. Journal of Pediatrics {J. Pediat.) 36, 
614-616, May, 1950. 9 refs. 


The authors performed the pertussis agglutinogen 
skin test on 292 children with whooping-cough. They 
found that interpretation of the test was difficult, and 
that the results were inconsistent. In some cases positive 
tests were obtained early, others became positive late in 
the disease, and some remained negative throughout. 
They conclude that the test cannot be used as an index of 
immunity following an infection with whooping-cough. 

R. S. Illingworth 


2170. Aureomycin and Chloromycetin in the Treatment 
of Experimental Plague. [In English] 

S. S. SokHey and M. K. Hassu. IJndian Journal of 
Medical Research [Indian J. med. Res.] 38, 197-201, 
April, 1950. 5 refs. 


Aureomycin and chloramphenicol were both effective 
in protecting mice infected 72 hours previously with 
Pasteurella pestis. The drugs were given by mouth for 
7 to 10 days and whereas all control animals were dead 
in 5 or 6 days, only an occasional treated mouse died. 
The amounts required to produce this protection were 
42 mg. aureomycin and 336 mg. chloramphenicol. 
Streptomycin, given subcutaneously, was equally active 
in a dose of 10-4 mg. G. M. Findlay 


2171. Use of Chloramphenicol (‘‘ Chloromycetin ’’) in 
Experimental and Human Tularemia 

R. T. PARKER, L. M. Lister, R. E. BAuer, H. E. HALL, 
and T. E. Woopwarp. Journal of the American Medical 
Association [J. Amer. med. Ass.| 143, 7-11, May 6, 1950. 
4 figs., 13 refs. 


Mice infected with Pasteurella tularensis survived 
longer when treated with aureomycin or streptomycin 
than did those receiving chloramphenicol, although the 
untreated control animals survived an even shorter time. 
However, since chloramphenicol has a strong action 
in vitro against Past. tularensis, the authors treated 6 
Patients (one case of the pulmonary type, one glandular, 
and 4 ulcero-glandular) with chloramphenicol. The 
initial dose employed ranged from 2 to 3-5 g. and was 
followed by 0-5 g. every 4 hours, except for | patient who 
received 1-0 g. every 8 hours. The average duration of 
treatment of 5 acutely ill patients was 5 to 7 days. 
(These alone are reported in detail; the sixth case, in 
which treatment lasted 15 days, is to be reported 
Separately.) 

Symptoms and signs disappeared after 3 days of treat- 
ment. No toxic manifestations were encountered. 
The average duration of fever after the start of treatment 
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was | to 6 days. In 2 cases the condition relapsed, but 
promptly responded when chloramphenicol therapy was 
resumed. All 6 patients have remained well for at 
least 3 months. The authors conclude that chlor- 
amphenicol has a definite place in the treatment of human 
tularaemia. A. W. H. Foxell 


2172. The Treatment of Brucellosis with a Combination 
of Streptomycin, Sulphadiazine, and Penicillin. (Terapia 
della brucellosi coll’ associazione di streptomicina, 
sulfodiazina e penicillina) 

D. ANGLESIO. Gazzetta Medica Italiana (Gazz. med. 
ital.) 109, 85-89, April, 1950. 14 refs. 


TUBERCULOSIS 


2173. Cystic Tuberculosis of Bone Complicated by 
Tuberculous Meningitis 

E. R. Kutz, S. H. Macurt, and R. S. Easton. Journal 
of Pediatrics [J. Pediat.] 36, 550-566, May, 1950. 9 figs., 
16 refs. 


The authors describe 2 cases of multiple cystic bone 
tuberculosis, complicated in both ‘cases by tuberculous 
meningitis. (One of these patients, an 11-month-old 
negro child, had congenital syphilis. Tubercle bacilli 
were not isolated from the cerebrospinal fluid. The 
tuberculin test was positive.) Both children recovered 
with streptomycin and * promizole ” treatment. 

R. S. Illingworth 


2174. Blood Disease and the So-called Generalised Non- 
reactive Tuberculosis. [In English] 

A. ARENDS. Acta Medica Scandinavica [Acta med. 
scand.| 136, 417-429, 1950. 10 figs., 49 refs. 


In the 4 cases described there was neutropenia, 
refractory anaemia, and thrombocytopenia as well as 
clinical evidence of sepsis. The haematological findings 
made diagnosis difficult, and distinction between aplastic 
anaemia and acute myeloid leukaemia was almost 
impossible, but myeloid reactions were ruled out. The 
lymph nodes, spleen, bone marrow, and sometimes the 
liver contained necrotic foci, but there were no epithelioid 
cells and no giant cells of Langhans type. Tubercle 
bacilli were very numerous, and in one case the human 
strain was identified. It is thought that this picture is 
produced by severe haematogenous spread of tuberculosis 
and poor resistance of the reticulo-endothelial system, 
but the view that a previously existing bone-marrow 
insufficiency predisposes to the development of hyper- 
acute tuberculous sepsis or Landouzy’s typhobacillosis 
is favoured in this paper. E. Neumark 


2175. Practical Application of a Hemagglutination 
Reaction in Tuberculosis 

S. ROTHBARD, A. S. Doonerer, and K. E. Hite. Pro- 
ceedings of the Society for Experimental Biology and 


Medicine (Proc. Soc. exp. Biol., N.Y.] 74, 72-75, May, 


1950. 9 refs. 


Specific serological tests have not been satisfactory in 
the diagnosis of tuberculosis. One of the difficulties 
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has been the lack of suitable antigens. The specific 
haemagglutination reaction of Dubos and Middlebrook, 
in which sheep erythrocytes sensitized with a water- 
soluble polysaccharide fraction obtained from 
mammalian tubercle bacilli were used, obviated some of 
the difficulties. As large quantities of the polysaccharide 
antigen are not easy to prepare, it is desirable to find a 
more rapidly available antigen. Studies by earlier 
workers suggested old tuberculin as a possible antigen. 
Of several tuberculins tested, old tuberculin concentrated 
to approximately four times its normal strength was 
found to be a good antigen. 

The technique employed for the test was the same as 
that described by Dubos and Middlebrook. Ofa control 
series of 216 normal persons and patients with non- 
tuberculous chest conditions there were 203 with negative 
reactions, 12 with a reaction to | in 2 dilution, and one 
with a reaction to | in 4 dilution of the serum. In 
contrast, sera from 168 patients with active tuberculosis 
(positive on direct examination and culture) gave 92:3°% 
positive reactions in titres of | in8 tol in512. Reactions 
in 33 cases of pulmonary tuberculosis quiescent for 
7 years were negative except for 2 with a titre of 1 in 2. 
The reaction appears to be diagnostic for active tuber- 
culosis. E. Nassau 


2176. The Relation between Thyroid Function and Tuber- 
culosis. (Zur Frage der Beziehungen zwischen Schild- 
driisenfunktion und Tuberkulose) 

O. Kocu and E. L. ScHArer. Zeitschrift fiir Tuberkulose 
[Z. Tuberk.] 95, 18-35, 1950. 9 figs., bibliography. 


The extensive literature on the relationship between 
thyroid function and tuberculosis is reviewed. Clinical, 
statistical, and even experimental studies have yielded 
contradictory results. In an attempt to clarify the 
position, the authors studied the influence of thyroxine 
and methylthiouracil on experimental tuberculosis in 
guinea-pigs. Methylthiouracil had a very markedly 
unfavourable effect on guinea-pig tuberculosis, while 
the animals treated with thyroxine were slightly better off 
than the controls. The latter observation is thought to 
be due to the chemical similarity of thyroxine to a 
phenol ether isolated from Mycobacterium tuberculosis 
by Barry, which has marked tuberculostatic properties, 
but is rather toxic. The slight hyperfunction of the 
thyroid observed clinically, especially in early cases of 
tuberculosis, is regarded as part of the general defence 
mechanism. E. Nassau 


2177. . The Influence of Acute Infectious Diseases on the 
Course of Tuberculosis in Childhood. (Der Einfluss 
akuter Infektionskrankheiten auf den Ablauf der 
Tuberkulose im Kindesalter) 
A. Horst. Zeitschrift fiir Tuberkulose [Z. Tuberk.] 95, 
45-57, 1950. Bibliography. 


Acute infectious diseases influence unfavourably the 
course of tuberculosis in childhood. Boys and girls are 
about equally affected and the influence of age is not 
marked. Attacks of pertussis (in 22% of 41 cases), 
measles (in 7°6°% of 66), chickenpox (in 3% of 198), and 
sore throat (in 2-3°, of 524 cases) were considered to have 


aggravated existing pulmonary tuberculosis in children 
under treatment at the Harzgerode Sanatorium during 
the 10 years 1939-48. Scarlet fever, diphtheria, mumps, 
and rubella had apparently no such effect. It is con- 
cluded that the immunologically and biologically poor 
condition of the tuberculous child, rather than the nature 
and severity of the second infectious disease, determines 
the unfavourable influence of the latter on the course of 
tuberculosis. . E. Nassau 


2178. An Involuntary Experiment on the Resistance of 
Children Vaccinated with Anatuberculin (Salvioli’s 
Method) and Unvaccinated Children Exposed to a Highly 
Infectious Source. (Esperimento involontario sulla 
resistenza di bambini vaccinati (V.P.S.) e non vaccinati 
contro la TBC di fronte a contagio altamente infettante) 
A. Ferro and S. TARONNA. Clinica Pediatrica (Clin. 
pediat., Bologna] 32, 225-263, May, 1950. 14 figs. 


Inmates of the Provincial Children’s Home, Venice, 
have, since 1938, been immunized against tuberculosis 
by the intradermal injection (four inoculations in the 
anterior aspect of the forearm) of a killed vaccine. On 
Salvioli’s own advice the immunization has been given 
within a few days after birth. No untoward results have 
been noticed, 354 children having been so immunized. 

As an air-raid precaution in 1942 the Home in Venice 
had to be evacuated and the children were transferred to 
premises in Dolo, which had been previously used as a 
sanatorium annexe to the hospital in that town and which 
had been disinfected for the reception of the evacuee 
children. A photograph and plans are given of this 
reception building. All the floors were covered with 
linoleum, and there is a hint that infective material may 
have survived disinfection of the premises under the 
protection of lino joints. The child evacuees were housed 
in the first and second floors of the building. Milk feeds 
for the infants were prepared on the first floor, but all 
other foods came from the central hospital kitchen. 
Cases of pulmonary tuberculosis continued to be lodged 
on the ground floor and to attend and wait on the first 
floor, which still housed the x-ray department; for these 
patients the central staircase was used and the building 
had, in addition, a service staircase at each end. The 
milk preparation rooms adjoined the central staircase and 
opened on the same corridor as was used by those attend- 
ing the x-ray department. 

Evacuation from Venice to Dolo started on 
December 18, 1942, and newborn infants continued to be 
transferred, when 10 days old, until May 28, 1943: 
evacuation was then stopped because tuberculosis had 
broken out amongst those already transferred to Dolo. 
By then a total of 132 children, all but one under 2 years 
of age, had been transferred and 54 of these had been 
previously immunized with V.P.S. [vaccine of Petragnani 
and Salvioli], 44 of them in the first 6 months of life and 
10 in the second half-year. 

The first case of tuberculosis was discovered on 
February 23, 1943, but this child had only been admitted 
3 days before, aged 20 days, having been in contact since 
birth with his mother, who suffered from miliary tuber- 
culosis. At the same time, however, 3 other cases were 
discovered, all having been in the Dolo building since the 
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age of 3 months: one of these had been immunized. 
By May, 1943, an infant of 9 months had died of miliary 
tuberculosis, and 10 other infant deaths from tuberculosis 
followed within the next 12 months. The case first 
discovered is believed to have been due to disease of 
the mother; this child died aged 52 days, and is additional 
to the 11. All the fatal cases occurred amongst the 
78 infants who had received no immunization, and 
represent a mortality rate of 14-1%. 

All the evacuees were poorly nourished, vitamin 
deficiency was frequent, and pyogenic infections of the 
skin were common. These factors were common to all 
and all were equally exposed to the risk of tuberculous 
infection. [The article gives a clinical history of each of 
the fatal cases, with radiographs and post-mortem 
findings. ] 

The authors believe that V.P.S. immunization must 
also have afforded some protection or resistance against 
diseases other than tuberculosis, for whereas 18 out of the 
78 unvaccinated children died of causes other than 
tuberculosis—a mortality of 23°%—only 5 out of the 
54 vaccinated children, or 9%, died; none of the 
vaccinated children died of tuberculosis. 

The authors promise a further report on the clinical 
aspects of this tuberculosis epidemic which had, by 
accident, all the characteristics of a carefully planned 
laboratory experiment. J. Cauchi 


2179. On the Antituberculous Action of Derivatives of 
Hydrazothiocarbonamide. Part I. Investigations on the 
Hydrazothiocarbonamide of Phenylsulphonamide. 
(Sul’'azione antitubercolare dei derivati della idrazo- 
tiocarbonamide. Nota I. Richerche sull’idrazotio- 
carbonamide della fenilsulfonamide) 

G. Capretti and L. Soretra. Giornale di Clinica 
Medica [G. Clin. med.] 31, 392-409, April, 1950. 3 figs., 
40 refs. 

Domagk er al. noted in 1946 that several substances 
belonging to the group of thiosemicarbazones possess an 
antituberculous activity. The authors tested the anti- 
tuberculous action of an allied substance, the hydra- 
zothiocarbonamide of phenylsulphonamide (IT,) in 
guinea-pigs. A dose of 50 to 100 mg. per 100 g. body 
weight, though not fatal, caused toxic symptoms 
(anorexia, loss of weight and hair, and degenerative 
lesions in parenchymatous organs). A dose of 20 mg. 
per 100 g. was tolerated well. Jn vitro it was possible to 
inhibit the growth of tubercle bacilli of both human and 
bovine type by 1 in 50,000 concentrations of the drug. 
There was no difference between the results in Sauton 
medium and the solid media of Petragnani and Finlayson; 
the period of incubation was | to 2 months at 37° C. 

Thirty guinea-pigs were inoculated with the human, and 
30 with the bovine, type of bacillus. In every group 
10 animals were used as controls, 10 were given p-amino- 
salicylic acid (PAS), 0-8 to 0-9 g. per kg., and 10 were 
treated with 0-2 g. IT, per kg. Administration of both 
drugs started on the second day after the animals were 
inoculated. The period of observation lasted for 
125 days, at the end of which all the animals in both 
control groups were dead with widespread caseous lesions. 
Of the animals infected with the human type, 4 treated 
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with PAS and 6 treated with IT, died before the end of 
the observation period and in the surviving animals 
tuberculosis was present; however, in all the animals 
the lesions were less widespread and of a more 
proliferative type than in the controls. Of the animals 
with bovine infection 2 treated with PAS and 7 treated 
with IT, died before the observation period finished and 
the survivors all had active tuberculosis; however, as in 
the previous group, the lesions were of a milder character 
than in the control series. The bacilli recovered from the 
animals treated with IT, retained their full virulence. 
The drug may act in some non-specific way, changing the 
internal environment. Jan Brod 


2180. Tuberculostatic Action and Toxicity of Certain 
Thiosemicarbazones. (Tuberkulostatische Wirkung und 
Toxizitat einiger Thiosemicarbazone) 

R. Hirt and H. Hurni. Schweizerische Zeitschrift fiir 
Allgemeine Pathologie und Bakteriologie (Schweiz. Z. 
Path. Bakt.| 13, 469-477, 1950. 6 refs. 


The tuberculostatic activity in vitro and the toxicity for 
mice of a series of 73 thiosemicarbazones were investi- 
gated. The thiosemicarbazone derivatives included 
aminobenzaldehydes, acylaminobenzaldehydes, ureido- 
benzaldehydes, thioureidobenzaldehydes, oxybenzalde- 
hydes, aromatic and heterocyclic ketones and aldehydes, 
N-alkylthiosemicarbazones, and certain miscellaneous 
derivatives. Tuberculostatic activity was tested against 
various human strains of tuberculosis in Dubos’s fluid 
medium with the addition of ** tween 80”, the tuber- 
culostatic titre being expressed as the negative logarithm 
of the maximum effective molar dilution of the test 
substance. The minimum lethal dose by mouth (in 
mg. per kg. body weight) was determined in mice. 

The titres for tuberculostatic activity varied from 2:3 
to 6:2, and the toxicity figures from 1-5 to 6,000. The 
replacement of sulphur by oxygen usually resulted in a 
diminution in tuberculostatic activity which, in general, 
depended on the presence of the grouping NH-CS-NH-N 
=CR, and of the azomethine group conjugated with a 
further C=C linkage; active compounds could be 
aliphatic, aromatic, or heterocylic. The introduction of 
a large hydrophilic group reduced toxicity without 
alteration of activity in vitro. R. Wien 


2181. The Chemotherapy of Experimental Tuberculosis. 
I. The in vitro Activity of Thiosemicarbazides, Thio-— 
semicarbazones, and Related Compounds 

R. Donovick, F. PANsy, G. STRYKER, and J. BERNSTEIN. 


Journal of Bacteriology |J. Bact.| 59, 667-674, May, 1950. 
6 refs. 


Because of the discovery by Domagk of the anti- 
tuberculous activity of the thiosemicarbazones, the 
authors tested a series of derivatives of thiosemicarbazide, 
including various thiosemicarbazones, in vitro against 
Mycobacterium tuberculosis, strain B.C.G., in order to 
correlate activity and structure. The compounds found 
to be active included thiosemicarbazide itself and its 
alkyl derivatives; thiosemicarbazones formed by con- 
densation of aromatic aldehydes (p-acetamidobenzalde- 
hyde or other substituted benzaldehydes) or cinnamic 
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aldehydes with thiosemicarbazide; and thiosemicarb- 
azones of aromatic ketones or heterocyclic aldehydes. 
P. D'Arcy Hart 


2182. The Chemotherapy of Experimental Tuberculosis. 
II. Thiosemicarbazones and Analogues in Experimental 
Tuberculosis in the Mouse 

D. Hamre, J. BERNSTEIN, and R. Donovick. Journal of 
Bacteriology [J. Bact.| 59, 675-680, May, 1950. 6 refs. 


Series of compounds similar to those used in the 
previous study (Abstract 2181) were tested for activity 
against experimental tuberculosis in mice by a 
standardized test. The only active compounds (8 out 
of 100 tested) were para-substituted benzaldehyde 
3-thiosemicarbazones. The p-substituent in the latter 
included ethyl sulphonyl, acetamido [Domagk’s best- 
known compound TB 1/698], amino, dimethylamino, and 
methoxy, the first giving the best response of all. While 
all these compounds had been active in vitro, there was 
no close correlation between the degrees of activity in 
vivo and in vitro. P. D'Arcy Hart 


2183. Action of N-Benzyl-2-furamide in Experimental 
Tuberculosis. Comparison with a Sulfone and Strepto- 
mycin 

M. I. SmitH, H. Bauer, Y. T. CHANG, and H. FRieED- 
LANDER. Proceedings of the Society for Experimental 
Biology and Medicine {Proc. Soc. exp. Biol., N.Y.) 73, 
563-565, April, 1950. 8 refs. 


N-Benzyl-2-furamide, reported by other authors to be 
antituberculous in mice, was found to have no appreciable 
effect on experimental tuberculosis in guinea-pigs. 

P. D’Arcy Hart 


2184. Some Comparative Experiments on the Effect of 
Streptomycin and o-Aminophenol upon the Tubercle 
Bacillus. [In English] 

S. SAGARA, M. TAKAMOoRI, and R. Ito. Japanese 
Medical Journal (Jap. med. J.] 2, 119-129, June, 1949. 
. 5 refs. 


o-Aminophenol was shown to have a bacteriostatic — 


effect on the tubercle bacillus in vitro which is twice that of 
streptomycin; it was inhibitory in a dilution of | in 
2,560,000. In guinea-pigs a single subcutaneous injection 
of 75 mg. of either drug conferred tuberculostatic 
properties on the blood, but the effect of streptomycin 
continued for longer than that of o-aminophenol. 
o-Aminophenol, however, was less toxic for guinea-pigs 
than was streptomycin. G. M. Findlay 


2185. Neomycin in Experimental Tuberculosis of Guinea 
Pigs 

A. G. Karson, J. H. GAINeR, and W. H. FELDMAN. 
Diseases of the Chest (Dis. Chest] 17, 493-502, May, 
1950. 4 figs., 4 refs. 


Guinea-pigs, weighing 800 g., were infected sub- 
cutaneously with 0-1 mg. (moist weight) of H37 Rv 
strain of tubercle bacilli. Three weeks later (when a few 
killed animals had visible lesions, which histological study 
showed to be progressive), they were divided into three 
groups. One group (10) was treated with neomycin 


(potency 160 units per mg.) twice daily in doses of 
2,000 units for 6 days, followed by 4,000 units for 
20 days, 6,000 for 24 days, and finally 8,000 units twice 
daily for 27 days, making a total of 77 days of treatment: 
another group (6) was treated over the same period with 
6 mg. streptomycin daily; the third group (10) served 
as an untreated control. At the end of the treatment 
period all survivors were killed (none in the two treated 
groups, but 3 of the controls, had died). 

At necropsy both treated groups had few macroscopic 
signs of disease, and histological examination showed 
reversal of the previously progressive tuberculosis; the 
suppressive effect of neomycin, however, was somewhat 
less than that of streptomycin. While the neomycin was 
apparently well tolerated in these doses, there were focal 
renal cortical lesions showing some tubular degeneration. 
and cellular infiltration. The authors state that the 
optimal mode of administration to guinea-pigs needs to 
be worked out, particularly with a view to discovering 
whether the renal lesions can be avoided. Meanwhile, 
this toxicity makes caution necessary in the approach to 
clinical use. Preliminary observations indicated that 
streptomycin-resistant tubercle bacilli were susceptible 
to neomycin. P. D'Arcy Hart 


2186. Endocavitary Aspiration Associated with Local 
Antibiotic Therapy in the Treatment of Residual Cavi- 
ties after Thoracoplasty. (L’aspirazione endocavitaria 
associata con terapia antibiotica locale nel trattamento 
dei residui cavitari dopo toracoplastica) 

M. Mesiti and F. INGRAO. Archivio di Tisiologia [Arch. 
Tisiol.] 5, 198-213, March, 1950. 6 figs., 36 refs. 


The incidence of residual cavities after thoracoplasty, 
and their treatment, are reviewed. The authors then give 
details of 19 of their own cases. 

In all cases the exact size and position of the cavity was 
assayed by tomography, and a drain was then inserted 
by Monaldi’s technique. Subsequently the patient 
rested for from 24 to 48 hours. At the end of this period 
200 mg. of streptomycin was introduced twice a day into 
the cavity by catheter through the drainage tube. The 
cavities were previously washed out with physiological 
saline on each occasion. Streptomycin was also given, 
intramuscularly in a dose of | g.onceaday. For 2 hours 
after each introduction of streptomycin the patient’s 
posture was adjusted so as to favour retention of the 
solution in the cavity. 

In 5 cases the cavity completely resolved and in 
5 others there was considerable and permanent reduction 
in size. Results were disappointing in the remainder. 
The successful cases were those in which there was 
stenosis or complete obstruction to bronchial drainage. 

Donough O Brien 


2187. Experimental Studies on the Pathogenesis and 
Prognosis of Renal Tuberculosis 

A. Sporer and M. E. GREENBERGER. American Review 
of Tuberculosis [Amer. Rev. Tuberc.) 61, 508-517, April, 
1950. 20 refs. 


The authors were unable to confirm the claim of 
Uffredazzi (1918) that early removal of one kidney from 
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animals with bilateral renal tuberculosis caused regression 
of the disease in the remaining kidney. They repeated 
Uffredazzi’s work, using a more refined experimental 
technique. The kidneys of rabbits were injected sub- 
capsularly and intracortically with suspensions of bovine 
tubercle bacilli. Nephrectomies were performed at 
irregular intervals, but the progression of the disease in 
the opposite kidney, and in other organs after haemato- 
genous spread, was uninfluenced by the operation. 
After injection of human bacilli, to which the rabbit is 
less susceptible, the lesions tended to heal spontaneously ; 
removal of one diseased kidney did not accelerate the 
healing process in the contralateral organ. 

A clinical study was made of 126 patients with bilateral 
renal tuberculosis; 69 patients were treated con- 
servatively and of these, 60 died within 4 years of 
diagnosis. Nephrectomy was performed on the other 
57 patients. The follow-up period for these cases has 
not been sufficiently long to make a comparative assess- 
ment of prognosis, but the condition in the majority of 
patients deteriorated rapidly after operation, and the 
results indicated that surgical intervention did not 
improve the outlook in bilateral disease. 

The authors reaffirm that nephrectomy is the treatment 
of choice in unilateral renal tuberculosis. An undetected 
focus in the other kidney may become active at any time 
within 24 months after operation, and prognosis must 
therefore be guarded during this post-operative period of 
observation. G. B. Forbes 


2188. Comparative Results of Radiological Examination 
of the Population as a Whole and Examination Limited 
to Potential Contacts in the Detection of Tuberculosis. 
(Résultats comparés des examens radiologiques collectifs 
et des examens d’entourage dirigés dans le dépistage de la 
tuberculose) 

P. Press. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.| 7, 17-26, 1950. 1 fig., 12 refs. 


This investigation is an attempt to evaluate the relative 
merits of routine mass radiography surveys and of 
systematic contact examinations at the Geneva Tuber- 
culosis Centre within the framework of a case-finding 
programme. The groups subjected to mass radiography 
surveys comprised university students (70% attendance), 
school-children between the ages of 8 and 14 (95% 
participation), employees in various industries 
(attendance varying between 50% and 90%), and the 
staffs of non-industrial undertakings (70 to 80° participa- 
tion). The analysis of 10,964 films revealed 4-7 intra- 
thoracic abnormalities per thousand. Only 3-4 per 
thousand were clinically significant. With 0-6 non- 
tuberculous lesions per thousand the total incidence of 
active pulmonary tuberculosis did not exceed 2-8 per 
thousand (30 cases). i 

In contrast to this survey 504 contact cases were 
investigated at the Tuberculosis Centre during the same 
year with the result that clinically evident chest disease 
was discovered in 15 cases (29°8 per thousand; 27°8% 
tuberculosis, 2°% non-tuberculous disease). 

So far as it is permissible to compare a series of some 
11,000 cases with another of 500 and to draw any 
inference of statistical significance, it appears that 


systematic investigation of contacts of known cases of 
pulmonary tuberculosis yields ten times as many new 
cases as random examination of volunteers attending mass 
radiography surveys. The efficiency of the latter 
method clearly depends on the percentage participation 
in the event. [Bradbury (Lancet, 1948, 2, 293) showed 
that, in order to discover at least 50% of the tuberculous 
members of any group surveyed, 70° of the group must 
be examined.] The success of systematic contact 
examination, that is, a satisfactory response of “* con- 
tacts”’ to the call for examination, depends on the 
co-operation of the medical profession and on the proper 
personal approach by the health visitor and/or the social 
worker. The author believes that the effectiveness of 
mass radiography could be improved if a higher per- 
centage of attendance were achieved. He concludes 
that ‘the two methods do not oppose each other, they 
supplement each other ”’. [In Britain there is a growing 
body of opinion that mass-radiography routine surveys 
contribute less to a comprehensive case-finding pro- 
gramme than periodical mass-radiography surveys of 
hazardous industries, together with assistance in syste- 
matic contact examinations and follow-up. More time 
should also be given to public sessions for persons sent 
by their own doctor because of suspicious symptoms, or 
coming on their own account.] £. G. W. Hoffstaedt 
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2189. Screening of Some Biguanide Derivatives for Anti- 
malarial Activity 

J. SinGu, A. P. Ray, C. P. Narr, and P. C. Basu. Indian 
Journal of Malariology [Indian J. Malariol.| 3, 405-412, 
Dec., 1949. 14 refs. 


A number of biguanide derivatives were examined for 
antimalarial activity against blood-induced infections 
with Plasmodium gallinaceum in chicks and Plasmodium 
knowlesi in rhesus monkeys. The results were similar in 
the two species. Some activity was found in N’-p- 
chlorophenyl - N® - p - (4 - methyl - 2 - pyrimidyl) 
phenylsulphonamido-biguanide hydrochloride and 
hydro- 
chloride; N’-p-chlorophenyl-N®-p-(4 : 6- dimethyl -2- 
hydrochloride 
and N’-p-chlorophenyl - N® -m-(5-chloro-2-pyrimidyl) 
phenylsulphonamido-biguanide hydrochloride were 
active, but too toxic for further trials. G. M. Findlay 


2190. Antimalarial Drugs in West Africa, with Particular 
Reference to Proguanil. Results of a Survey in Nigeria 
L. J. Bruce-CHwatr and J. M. Bruce-CHwatrT. 
British Medical Journal (Brit. med. J.] 2, 7-14, July 1, 
1950. 27 refs. 


The authors report on the comparative efficacy of 
quinine, mepacrine, proguanil, and chloroquine in the 
prophylaxis and treatment of malaria in Nigeria, West 
Africa. The report is based largely on information 
obtained by means of questionaries—one sent to 
313 doctors stationed in all parts of the country and 
another to 1,400 non-African residents in Lagos. Replies 
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were received from 126 doctors, of whom 116 resided 
outside Lagos, and from 641 non-Africans (covering 

1,136 persons) residing in Lagos. Some information was 
also derived from the records of the Creek Hospital, 
which caters for the non-African population of Lagos. 

The annual incidence of malaria among non-Africans 
resident outside Lagos in the 2-year period 1947-8 was 
calculated from the replies as 228 cases per 1,000 popula- 
tion among Europeans and 222 per 1,000 among Syrians 
and Indians. Of those who took prophylactic anti- 
malarial drugs 69-5°%% took proguanil, 10-6% mepacrine, 
18-7% quinine, and 1-0°%% chloroquine. The incidence 
of malaria among Europeans who took quinine was 
23-6%, among those taking mepacrine 20-6%, among 
those taking proguanil 12-8°% (excluding those who 
took irregular doses or who took only 0-1 g. weekly, it 
was only 9-8%), and among those taking chloroquine 
23-5%,. 

" Replies to the second questionary were received from 
582 Europeans, 45 Syrians, and 14 Indians, the propor- 
tions between the races being approximately the same as 
in the general population. The average annual incidence 
of malaria among non-Africans in Lagos during 1947-8, 
as calculated from the replies received, was 47-7 per 
1,000. Among 1,130 who took some prophylactic drug 
there were 161 (14°3%) cases of malaria (including 
“clinical malaria’’). These were distributed among 
those taking the different drugs as follows: quinine, 
64 (19°%%); mepacrine, 28 (24-84); proguanil, 68 (10%); 
and chloroquine, | (16°6°%). Hospital records showed 
an over-all incidence of malaria in Lagos of 49 per 
1,000 non-African population in 1946, falling to 39-8 per 
1,000 in 1949. 

The replies from doctors left very little doubt that in the 
acute attack the therapeutic action of proguanil is inferior 
to that of quinine or mepacrine. The authors consider 
that delay in instituting treatment with proguanil may 
account for some of the therapeutic failures, and low 
dosage for the prophylactic failures. They do not, 
however, ignore the possibility of the local emergence of 
proguanil-resistant strains of the malaria parasite. In 
spite of its imperfections they regard proguanil as the 
drug of choice for malaria prophylaxis in West Africa. 

William Hughes 


2191. Unsuspected Malignant Malaria in Patients 
Returned from the Tropics. (Le paludisme pernicieux 
méconnu des repatriés coloniaux) 

F. Sicuier. Semaine des Hopitaux de Paris [Sem. Hop. 
Paris| 26, 2055-2058, June 10, 1950. 1 fig., 2 refs. 


The author emphasizes the importance of considering 
malaria in the differential diagnosis of disease in patients 
who have returned toa temperate climate from the tropics. 
He points out that suppressive treatment is frequently 
abandoned as soon as an individual leaves an endemic 
zone; malaria may therefore occur in one who is 
apparently protected, and there is some urgency in 
establishing the correct diagnosis. 

He then discusses 4 cases seen in France. The first 
showed signs of the infection shortly after a reunion 
party; the first diagnosis of pneumonia in an alcoholic 
was followed by that of either meningococcal meningitis 
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with coma or meningeal haemorrhage before the correct 
diagnosis was made. The second case was no less 
fertile in diagnostic errors. Tuberculous polyserositis, 
a dissemination of streptomycin-resistant bacteria, and 
tuberculous meningitis were considered. The third 
was thought to be a case of septicaemia with psychological 
disturbance in an alcoholic, and for the fourth the 
diagnosis lay between a cerebral abscess and a cerebral 
tumour. In the first 3 cases Plasmodium falciparum was 
present in the peripheral blood, and the parasite was 
detected by sternal puncture in the fourth. The spleen 
was enlarged in 2 of the cases only. 
W. H. Horner Andrews 


2192. Pleural and Hepatic Amoebiasis Treated with 
Chloroquine. Report of Two Cases 

N. J. CONAN, J. A. HEAD, and A. E. Brewer. Trans- 
actions of the Royal Society of Tropical Medicine and 
Hygiene [Trans. R. Soc. trop. Med. Hyg.| 43, 659-666, 
May, 1950. 14 figs., 19 refs. 


A description is given of 2 cases of amoebiasis (one 
presumed, one proved) with both hepatic and pleural 
involvement. The first patient, a man of 58, was 
admitted to hospital with a ruptured hepatic abscess which 
was drained. Later a right pleural effusion developed 
and 100 ml. of pus was removed by thoracentesis. 
Penicillin and streptomycin were given without beneficial 
effect. On the 12th day after operation the patient was 
extremely ill and chloroquine was given by mouth, the 
dosage being 0-6 g. of base daily for 2 days, followed by 
0-3 g. daily for 16 days. ‘“* Milibis”’ (p-N-glycolyl 
arsanilate), 1-5 g. a day, was also given for 16 days. 
Clinical improvement, well illustrated radiologically, was 
rapid and after 6 months there was no recurrence. 

The second case simulated hepatitis, and the pleura 
became involved while-a course of emetine and “ car- 
barsone’’ was being given, 50 ml. of cloudy yellow 
fluid being removed from the right pleural cavity. The 
patient was then given chloroquine, 0-6 g. of the base for 
2 days followed by 0-3 g. for 31 days, and rapid improve- 
ment took place. Milibis and diodoquine were also 
given. 

The authors suggest that the efficacy of chloroquine in 
purulent fluids may be due in part to the presence of large 
numbers of leucocytes in which the drug is relatively 
concentrated. W. H. Horner Andrews 


2193. Latent Forms of Amoebiasis: their Importance in 
Medicine and in Particular in Haematology. (Les formes 
latentes de P'amibiase: leur importance en médecine et 
en particulier en hématologie) 

G. Brounst and B. Astre. ' Semaine des Hépitaux de 
Paris |Sem. Hép. Paris| 26, 2070-2072, June 10, 1950. 


Twelve cases of amoebiasis, seen in Paris, which 
presented unusual features, are described. It is empha- 
sized that the disease may occur in individuals who 
have resided only in France. A brief description of 
identification of Entamoeba histolytica in faeces is given: 
the authors believe in giving 35 to 40 g. of sodium 
sulphate and then examining a fresh stool, using 4 
warmed slide. E. histolytica was isolated from the stools 
of all the patients reported below. 
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In 2 cases the presenting sign was anaemia, with 
erythrocyte counts of 908,000 and 1,840,000 per c.mm. 
respectively. In both the anaemia was resistant to 
usual forms of treatment, but after anti-amoebic treatment 
had been instituted a rapid improvement in the blood 
picture took place. Another case was of chronic 
amoebiasis with anaemia and a high leucocyte count. 
Anti-amoebic treatment corrected the anaemia only. In 
2 cases the clinical picture was one of fatigue and lack of 
energy: one of these patients had bouts of constipation. 
Other clinical types reported include 2 cases of pyrexia, 
one with suspected hepatic abscess, the other with vague 
abdominal symptoms, 2 cases of pruritus, and 2 of 
psychasthenia. The last case was in a child, aged 7, 
with pyrexia, abdominal symptoms, and hepato-spleno- 
megaly. In each instance institution of anti-amoebic 
treatment cured the clinical syndrome, and a further 
examination of the stools did not reveal the presence of 
E. histolytica. 

The anti-amoebic treatment was as follows: for one 
week emetine, 40 mg. twice a day, strychnine, 1 mg., and 
“camphostyl’’ (sodium camphosulphonate), one 
ampoule, also being given daily. Then, after 2 days’ 
rest, cachets containing belladonna 0-01 g., “ entero- 
vioform”’ 0-25 g., acetarsol 0-12 g., magnesium, 
chalk, and carbon were given thrice daily. Colonic 
washouts and retention enemas of “* mixoid *’ were also 
used. W. H. Horner Andrews 


2194. ‘* Antrycide ’’—a New Trypanocidal Drug 

F. H. S. Curp and D. G. Davey. British Journal of 
Pharmacology and Chemotherapy {Brit. J. Pharmacol.} 5, 
25-32, March, 1950. 3 figs., 3 refs. 


In the search for a new trypanocidal drug effective 
against Trypanosoma congolense attention was directed to 
the structure of the 4: 6-diaminoquinaldines, one 
member of which is “surfen C”. It was thought 
profitable to link the 4 : 6-diaminoquinaldine nucleus 
with a pyrimidine nucleus. The resulting compound was 
found to be trypanocidal, but was later shown to be 


‘impure. The synthesis of ‘* antrycide ’’ was based on the 


assumption that the impurity in the original preparation, 
responsible for its activity, was a substance with a 
quaternized pyrimidine as well as a quinoline nitrogen. 
“ Antrycide ** has the constitution 


CHAN 
CH; NH, 


where X is an anion 


_ The LD 50 of the methyl sulphate on subcutaneous 
injection into mice is 20 to 25 mg. per kg. and on intra- 
venous injection 10 to 15 mg. per kg. The much less 
soluble halogen salts (chloride) were much less toxic 
subcutaneously than the freely soluble methyl sulphate. 
The approximate minimum curative doses by sub- 
Cutaneous injection of the chloride in mg. per kg. to 
mice were 12-5 to 25 (T. rhodesiense), 0-5 (T. equiperdum), 
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per kg. three times a day for 11 days was given to the 
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1 (T. equinum), 2:5 to 5 (T. evansi) and 1 to 2 (T. congo- 
lense). Doses of 12-5 to 25 mg. of antrycide chloride 
per kg. given subcutaneously to mice had a prophylactic 
effect for several weeks against T. congolense. This was 
considered to be due to the establishment of a reservoir of 
drug beneath the skin from which absorption took place 
slowly. R. Wien 


2195. Lambliasis in the Aetiology of Entero-colitis in 
Moscow Infants, and its Treatment. (JIlam6nvo3 B 
STHONOrHH XPOHHYECKHX SHTEPOKOMHTOB y 
paHHero Bospacta Mocksbi Hx meyeHHe) 

M. I. DEMENT’EV, M. L. KIRSNER, and A. I. JAMSHCHI- 
KOVA. Ileguarpua [Pediatrija] No. 3, 42-46, May-June, 
1950. 14 refs. 


A group of 71 children between the ages of 14 and 
3 years was collected in a special nursery because they 
were all said to be suffering from chronic dysentery, 
which is not uncommon in Moscow. All these children 
were tested for lambliasis. Samples of fresh faeces were 
prepared in two ways: (1) with physiological saline and 
(2) with Lugol’s solution. In faeces from 40 children 
vegetative and encysted forms of Lamblia intestinalis 
were found. This result was compared with that of an 
investigation of 34 healthy children in another nursery, 
who had suffered from acute gastro-enteritis of different 
duration in the past. Lambliae were found in only 
12 of these healthy children. 

After a course of ‘‘ acrikhine ’’ [?mepacrine] for 5 days, 
lambliae were still present in the faeces in half the 
number of children. After a second course of acrikhine 
for 3 days [dosage scheme not given] a better result was 
obtained, but not a complete cure in all. The authors 
recommend for infants suffering from an enteric form of 
lambliasis a full 5-day course of acrikhine, and then 
two 3-day courses with a 10-day interval. All children 
who have suffered from gastro-enteritis for any length of 
time, irrespective of whether they have had dysentery or 
not, require repeated tests of faeces for lambliasis. 

Swann 
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2196. Treatment of Ascariasis in Children. Use of 
1-Diethylcarbamyl-4-methylpiperazine Dihydrogen Citrate 
(Hetrazan) 

J. N. Errecporr and L. V. Crawrorp. Journal of the 
American Medical Association [J. Amer. med. Ass.] 143, 
797-799, July 1, 1950. 8 refs. 


The drug “ hetrazan’’ (1-diethylcarbamyl-4-methyl 
piperazine dihydrogen citrate), employed in filariasis, 
has now been tried in the treatment of ascariasis in 
15 children. It was found that 6 mg. per kg. three times 
a day for at least a week effectively removed the worms 
without the use of purgatives, and the drug was con- 
sidered to be less toxic than the usual agents like 
hexylresorcinol, chenopodium oil, and santonin. Most 
of the patients were in hospital, and diagnosis was made 
by the presence of ova in the stools and a history of 
passage of roundworms. Initially a dose.of 3 to 5 mg. 
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first 4 children, but the remaining 11 children received a 
dose of 6 mg. per kg. three times a day for 7 to 8 days. 
Included in the study were 3 normal children for 
observation of toxic symptoms, who received 10 mg. per 
kg. three times a day for 7 days. Toxic symptoms were 
slight. In only one case was there anorexia and nausea, 
and one child receiving 4 mg. per kg. three times a day 
for 3 days was severely ill with leucopenia due to histo- 
plasmosis and died. 

It was found that the adult worms were passed during 
the first 3 or 4 days of treatment, and all stools became 
free of ova after 5 to 8 days and were still free one month 
later. No abnormalities were found in the blood or 
urine. 

It is significant that the authors mention a personal 
communication from two other workers, Hewitt and 
Mazzotti, who obtained much less favourable results. 
These other workers treated one group of 47 boys in 
Mexico from 6 to 19 years of age with single doses 
varying from 3 to 13 mg. per kg., and another group of 
48 boys with a total dosage of 18 to 42 mg. per kg. over 
a period of 5 days. Fifteen boys of the first group and 
22 of the latter group passed no worms whatsoever, while 
the remainder passed from one to seven worms, but the 
stools remained positive for ova. These other workers 
also found that chenopodium oil followed by a purge 
removed twice as many worms as did the treatment with 
hetrazan. It appears, therefore, that the results obtained 
by the present authors, with repeated treatment over a 
week, were much better than those of Hewitt and 
Mazzotti. R. Wien 


2197. Lancet Fluke Infection (Dicrocoeliasis) in Man, 
with Description of a New Case. (Die Lanzettegelinfek- 
tion (Dicrocoeliasis) beim Menschen nebst Mitteilung 
eines neuen Falles) 

G. Scueip and H. MENDHEIM. Zeitschrift fiir Tropen- 
medizin und Parasitologie [Z. Tropenmed. Parasit.| 2, 
142-150, July, 1950. 1 fig., 44 refs. 


Dicrocoelium dentricum, the lancet fluke, is not a very 
common human parasite. An infection with this fluke 
is described in a boy of 8 years old in Germany. An 
intracutaneous test with fluke antigen was positive. 
Treatment with stibophen caused complete disappearance 
of eggs from the faeces and duodenal juice by the tenth 
day of treatment. G. M. Findlay 


2198. The Action of Drugs in vitro on Cestodes: I. 
Anthelmintics. [In English] 

A. M. E. DuGump and R. St. A. HEATHCOTE. Archives 
Internationales de Pharmacodynamie et de Thérapie 


[Arch. int. Pharmacodyn.] 82, 309-330, 1950. 15 figs., 
21 refs. 


At the Welsh National School of Medicine at Cardiff 
the authors have observed the effects of various substances 
on isolated segments of the cestode, Moniezia expansa, 
found in sheep in South Wales. The segments were 
suspended in “Tyrode solution at 39° to 40° C. and their 
movements were recorded. No nerve cells are present 
in these segments and, unlike segments of Taenia saginata, 
the segments of Monizia rarely survive for more than 


10 to 12 hours. Most of the drugs, relatively insoluble 
in water, were dissolved in 28° (w/v) alcohol; the 
concentration of alcohol which thus resulted in the bath 
was itself inactive. Arecoline, L-pelletierine, and methyl- 
isopelletierine caused profound depression of the 
muscular activity of the segments which were, however, 
not killed by exposure to 1 in 1,000 concentrations of 
these substances. These drugs are derivatives of reduced 
pyridine and it is suggested that other similar substances 
may be equally effective but less toxic to the host. 
Santonin, phenothiazine, and pseudopelletierine were 
inactive. The latter constitutes up to 50% of the B.P. 
preparation, pelletierine tannate. It would be desirable 
to “exclude all but traces of pseudopelletierine by 
modifying the official tests and standards for the B.P. 
preparation. 

Oil of chenopodium, hexylresorcinol, thymol, 
extractum filicis, carbon tetrachloride, tetrachloroethylene, 
B-naphthol, and gentian violet all cause an_ initial 
stimulation followed (except in the case of gentian violet) 
by a depression of the activity of the worm. Their 
approximate activities are in the order stated; thymol, 
hexylresorcinol, and oil of chenopodium actually killed 
the worm when present in a concentration of 1 in 1,000. 
However, in vivo it may be difficult to get an adequate 
concentration of, for example, hexylresorcinol in the 
intestine. Thymol and oil of chenopodium are relatively 
non-toxic and “ possibly the use of thymol might be 
revived ”’. 

A few experiments on isolated segments of T. saginata 
suggest that it responds similarly to all these drugs. 
The pH of the medium made little difference to the results 
except when alkaloids were tested. They appeared to be 
more active at a pH of 8-4 than at 6-4. It is suggested 
that the effect of L-pelletierine in vivo might be increased 
if the duodenal and upper intestinal contents could be 
made more alkaline. 

This procedure might be used as a screening test for 
anthelmintics before they are tested in vivo. 

Derek R. Wood 


2199. The Action of Hetrazan on Dipetalonema strepto- 
cerca. (Activité de hétrazan sur Dipetalonema strepto- 
cerca) 

M. Wanson, G. BorGers, and L. PANNIER. Anmales de 
la Société Belge de Médecine Tropicale {Ann. Soc. belge 
Med. trop.) 30, 91-95, March 31, 1950. 9 refs. 


Dipetalonema streptocerca is a common filarial para- 
site in the neighbourhood of Cogvilhatville, Belgian 
Congo. The microfilariae are found in the skin; its 
pathogenic role is still uncertain, though in some areas it 
appears to be associated with elephantiasis of the lower 
limbs. ‘“* Hetrazan” was given in a dose of either 
0-8 mg. per kg. for 5 days or 1-25 mg. per kg. for the 
same period. Méicrofilariae disappeared and were not 
seen over a period of eight weeks. There were no 
allergic symptoms. The larvae of Achantocheilonema 
perstans were not affected by hetrazan. 

G. M. Findlay 


See also Section Pharmacology and Therapeutics, 
Abstract 1830. 
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